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DN 137:129539 

TI Primary intermediates for nyiH a H, 

IN Lin,, Mu-Ill; Pan, Yuh-Guo ° KldatlVe Oration of hair 
PA Clairol Incorporated, USA 
SO PCT Int. Appl., 48 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K007-13 

fL.CNT~1 (ESSSntial 0ils *»d Cosmetics) 
PATENT NO. KIND DflTP 

____ ^f__ APPLICATION NO. DATE 

PI WO 2002058654 A l 200?nRm 

AE, AG, AL, AM, AT AU AZ RA WO2002 - U S1533 20020118 

co, cr, cu: cz ; il: jj; % % e bg / »*> BZ , CA , CH , CN , 

GM, HR, HU, ID, IL, IN IS JP S' 5' 5 ' GB ' GD ' GE ' CH, 

LS, LT, LU, LV MA MD Mc' HK S' 2' 5' KR ' KZ ' LC ' LK ' LR 

RO, RU, SD, SE SG SI «£' * T J?' ^' MX ' MZ ' N °' NZ ' p T 

VN, YU, ZA ZW S AZ' BY Kg' 1/ 2' ?' TZ ' UA ' UG 

RW: GH, GM, KE, LS MW MZ 11' £?' S' RU ' TJ ' ™ 

CY, DE, DK ES FI m GB In rl' T "' UG ' ZM ' ZW ' AT ' BE, CH, 

BF, BJ, CF CG CI CM S' S' ' IT ' LU ' MC ' NL ' p T, SE TR 

US 2002144359 A l 20021 mn ' ' GQ ' GW ' ML ' MR ' NE, SN, TD TG 

PRAI US 2001-263588P p 2S0IO1JS ° S 2002 -^^ 20020118 

OS MARPAT 137:129539 ^ uul ^23 

AB Primary intermediates for hair coloring 

dyeing of hair are 2-amino tL color ^<? compns. for oxidative 
dye compns. contained e a T XnOSl&t ^^ls . Hair 
2-aminophenol . ' 9 " amin °- 5 -P he nylaminomethylphenol and 

5 53Jl2i P SS inte ™ ediate ~«n amino phenol 

collS^nlf h:-:r hylPhen01 ******* diates for oxidative 

IT Hair preparations 

IT Animation. 

~vn 0 f;^° 0 °; 5 ;rs. n r:r thylphe " 01 prim " s ' &« 

90-15-3, 1-Naphthol 95-55-fi 9 , • 

2 ~f thylbenzene-l,4-diamine ' 95 ^-5°^^ h 95 " 70 " 5 ' 
106-50-3, P-Phenylenediamine bin?! ? - Chlorob enzene-l, 3-diol 
biological studies 123-30 « b ^°? lcal studies 108-46-3, Resorcinol 
4-Methylaminophenol 591-27 S A Z^°P h ^ 150-75-4, Resorc ^ol, 
2-Methylbenzene-l, 3-diol 1004 ^ Amin °P heno1 608-25-3, 
lH-lndol-6-ol 2835-95-? t » • ' p y rimi dinetetramine 2380-86-1 
2-Amino-5-methylphe no l 5 2835^9^^ hylP ? 6n01 28 35-98-5 ° ^ 

2- Methyl-l-naphthol 7575-35-1 1' J^o°: 3 " methyl P heno1 7469-77-4 
17672-22-9, 2-Amino-6-methylphLol 260,?"^ ?- Anin <Vyri«Un-3-ol ' 
4-Methyl-2-phenyl-2,4-dihvdro £ 26021-57-8 41927-22-4, 

3- Amino-2-methy[phenol SfSi J ," 3 '° ne 53222-92-7, 
methylphenol 70643-19-5 ?-o ? n- 5 " (2 ~ H y d roxyethylamino) -2- 
93841-24-8, 2- (2 5-Dlamin^ ,' f ~ D ^ amino Phenoxy) ethanol 83763-47-7 

131311-66-5 15560?-l^r Ph l5^69 sfn 1 Ji 082 " 77 " 6 129697-50-3 
3 -< 2 <^aminophenoxy,-l- pro ^ 
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IT 



444169-68-0 444169-69-1 444169-70-4 

ii^ff" 71 ' 5 44416 9"72-6 444169-73-7 
444169-74-8 444169-75-9 

RL: COS (Cosmetic use); BIOL (Biological study)- USES mi.. » 
(2-amino-5-aminomethvlDhenol Dr iLn, * I Y J '. USES (Uses) 
coloration of hair) yApneno1 P rlmar V intermediates for oxidative 

RT° 4 "^ 2 ', D 3 " HydrOXy ~ 4 " nitroben2al dehyde 
RL: RCT (Reactant); RACT (Reactant or reagent) 

co^rat^n'oT L°i:r ylPhen01 int — diates for oxidative 

RE . CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

(1) Hurley; WO 9940093 1999 HCAPLUS 

2 Loev; Journal of Medicinal Chemistry 1985 V18M» p,i 
(3) Yamane; jp 6345282 1988 ' V1 »(D, P24 

IT 444 , 169 ' 67 " 9 444 "9-68-0 444169-69-1 
44 ^f 9 ~ 70 " 4 4441 69-71-5 444169-72-6 
rJ COS 444169 " 74 -8 444169-75-9 

KL COS Cosmetic use); BIOL (Biological study)- USPS m. , 
(2-anano-5-aminomethvlnhor,^i „ • . Lua y> ' USES (Uses 

coloration o^JS) primary intermediates for oxidative 

444169-67-9 HCAPLUS 
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CN 



H2N 




CH2~NHPh 



RN 
CN 



444169-68-0 HCAPLUS 

Phenol, 2-amino-5- ( 1-piperidinylmethyl) 



(9CI) (CA INDEX NAME) 




H2N 



RN 
CN 



444169-69-1 HCAPLUS 

Phenol, 2-amino-5-[ (3-pyridinylamino) methyl] 



(9CI) (CA INDEX NAME) 




H2N 



CH2~ NH 




RN 
CN 



444169-70-4 HCAPLUS 

Phenol, 2 -amino- 5- [ (4 , 5-di huHm m • ^ 

NAME) M ' aihydro " lH " i nu-dazol-l-yi) ltie thyl]- 



(9CI) (CA INDEX 
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RN 444169-71-5 HCAPLUS 

Phenol, 2- amino - 5 _ [(methylamino)methyi] _ (9ci) index ^ 




RN 444169-72-6 HCAPLUS 

Phenol, 2-a m ino-5-[(dirnethyla m ino)n,ethyll- f9CT) lnR 

i necnyij (9CI) (CA INDEX NAME) 




OH 



RN 
CN 



444169-73-7 HCAPLUS 

Phenol, ^-araino-S-fnhydroxymethyDaminoJmethyl] 



(9CI) (CA INDEX NAME) 



H2N 




CH 2 -~m- CH 2 -OH 



™ 444169-74-8 HCAPLUS 



Phenol, 2-amino-5-f4-mn^K.i ■ , 

^ 14 niorpholinylrnethyl)- (Qr-n T * T 

*y-U (yci) (CA INDEX NAME) 
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RN 444169-75-9 HCAPLUS 

CN Phenol, 2-amino-5- [ (dipropylamino, methyl] 



(9CI) (CA INDEX NAME) 




CH 2 -N(Pr-n) 2 



OH 
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C' OH 8 
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NODE ATTRIBUTES- 
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DEFAULT ML EVE L IS ATOM 
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GRAPH ATTRIBUTES: 
RSPEC I 
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STEREO ATTRIBUTES: NONE 

L3 J™ HI 8 1993 AN ° 2004 
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Ak^N 
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* C. 
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6 6 -. 5 4 .C 

c ' OH 8 
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NODE ATTRIBUTES ■ 
NSPEC is RC " AT 1Q 
CONNECT IS E2 R C AT Q 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES • 
RSPEC I 

NUMBER OF NODES IS 10 

STEREO ATTRIBUTES: NONE 
L9 o ^ 
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L13 ANSWER 1 0 F 40 „™ DT „, ><LWzifc^ ^M^C^ 

Z fSSiJ?'" »«Sf " S C0P ™™ T ^ ACS « STN , ^ofc ^ 



D N 138:382900 
TI 

AU 

CS 




Structure and fnnpfin. <r 
Ito, Shosuke; WaSatL ° f / eurom ^anin 

fujita Health Uni^LS Sc^T 9 '' ZeCCa ' ^ 
470-11 Q? ersit y School of HealhVi q^- 

AdL Pan Sciences, Toyoake, Aichi 

Advances m Behavioral Ri^i ,„ cni ' 

A review. th^.i I ?°? ( f> ' 2 ' 6 



ST 



A review. ThiazoleS ? S-^f' I 
add (PDCA) ratio and' the J" Carb ° x ylic acid to pyrrole-2 * h- u 

neuromelani n " c ' Us and PC12 call. . ld moce '°*ie to 

■taatx. n lgra dopamine parkinsonism 
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IT Nerve, disease 

itrsr^r— r <* ~ lanln £rom braln , nd 

IT Melamns 

^ol^iS^ 1 StU ^' -classified,; PRP (Properties) , BI0L 
(neuromelanins; structure ^ 

its chem. degrdn. promts? ° ° f n6Uromel -in from brain and 

Parkinson's disease 

^Tr°T«:7 nl °" ° f to- brain and its chem 

IT Melanins 

d^rd„" u P " ^ct S £ r ctio ° of f«- b Mi „ and its chem . 



IT Brain 



uH^'^X^tr £U "« 10 " ° f — " — brain 

unclasaifiedl ; mol (Bi^ogSaf ^u^f"' 1 " ' BS " < Bi °l°9io a l study, 
(structure and funri-inn ^-p , 

degrdn. product." """omeUnin fro. brain and its ohem 

" S1S«1a„t tU o d r-r^r 1£led '' "* ~" «<* —.id 

rT d: g td„ CtU p r roduotar 0t " n ° £ "^^ f«- »r,i„ and Its chM , 

945-32-4P, Pyrrole-? * q *- • 

acid 104083-77-4P 290294-6X-0P Thil . Thiazole - 4 ' 5-dicarboxylic 

B SU (Biological study unclasJJ % ^tricarboxylic acid Y 
BIOL (Biological -tudy) /p^"^^? ^ (S ^tic preparation,; 
(structure and function „f 1 rre P ar f tion, 

degrdn. products) "euromelanin from brain and its chem 

V in mr-r,-, _ * 



--OT >. THERE ARE X. CITED REFERENCES AWUIMlE F0R T „ IS ^ 
5) "o, S; Pigment Cell Res loll' ^'Jl 20 HCAPLUS 

!»=: £ is- Sw'p^ 

degrdn. products) ^uromelanin from brain and its chem 



™ i° 408 ?~ 7 Z- 4 HCAPLUS 



Phenol, 2-amino-5-(2-aminoethyl)- f 9C Tl ,™ t»« 

^'•y-i-, (yci) (CA INDEX NAME) 
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H2N 




CH 2 -CH 2 -NH2 



L13 ANSWER 2 OF 40 uraDino ~ 

AN 2003:57478 HcapS COPYRIGHT 2003 ACS on STN 



139:6651 

TI 



Direct preparation of polyfunction^ 

Knoch.1, P . ul ' K ° £l " k ' Lind^y, D , vid M . ; Riccl< A1£tedo 

f't-'pr ° f BOl09 "» ~>' — — councix. ^ 



AU 
CS 
SO 



LA English 
CC 

AB 



ST 
IT 



25-20 (Benzene, its n^r-i^+-,- 

J=SSuW . r 

^cha^e^^ electrophile; iodine maon. ■ 

Substitution reacti o rSiS^£S: Pr * n 

.iSSSLSr 10 " ° f and subsequent substitution 



J T Grignard reaction 
IT 



IT 



IT 



Bis(trimethylsil„lih„rf„; , 81-7 22737-37-7, N o- 

H L : RCT (Rea'ctant 7 h ScTSL e nt of 48 ~ 34 - 4 «"" ? 86-2 

JgSSJSr- of i -^= ="=EU- subst it u tion by 

^:r ylm ~ chloride i068 - 55 - 9 - g n esium 

(G%na\ e d^^ io To T f (Re r tant ° r - a ^, 

electrophiles" 1011 ° f and subsequent substitution by 

5^58 6 2 2 5 6 4-°2 P p "JSL'I^Ip 534582 ^-SP 534582-53-lP 
534582-60-0P ||J|f| "4582-56-4? 534582-57-5? ««o, 

RL 45 S 8 P 2 N 6 S 5P 34582 " 61 " 1P 5345 ^"^-2P 534582- 6 5 3 7 -3 5 p P 534582-64-4P 
RL- SPN (Synthetic preparation)- PREP , P 

(Grignard reaction of iodoain, (Reparation) 

electrophiles) "*»uline. and subsequent substitution bv 

14 THF.RP adp -i a y 



HE.CNT 14 trt?dp ,vr>„ . ^ ULiU 

' ' MberU ' * J °" <*- »»«. V63, P 1677 acAPL „ s 
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electrophiles) nUlnes and subsequent substitution by 



RN 55586-26-0' HCAPLUS 
CN 



Benzonitrile, 4-amino-3-hydroxv- /Qrn , M 

nyaroxy (9CI) ( C A INDEX NAME) 




OH 



L13 ANSWER 3 OF 40 upa dt tt o ^ 

AN 2002:777862 HCAPLUS C0 "RIGHT 2003 ACS on STN 

137:294765 

- '"«Mto„ „ ith incte „ ed 

PCT Int. Appl., 37 pp. 
CODEN: PIXXD2 
Patent 
English 
I CM C07C 

25 — 13 (Benzens Its D 
FAN.CN?T° n Cr ° SS - ef e-nce|s V ) "r 3 ' C ° ndens ^ Benzenoid Compounds) 

PATENT NO. KIND DATE 

Aib APPLICATION NO. DATE 



DN 
TI 

IN 
PA 
SO 

DT 
LA 
IC 
CC 



PI 



WO 2002079122 
WO 2002079122 
W: AE, AG, 
CO, CR, 
GM, HR, 
LS, LT, 
PL, PT, 
UA, UG, 
TJ, TM 
RW: GH, GM, 
CY, DE, 



A2 20021010 
A3 20021128 
AL, AM, AT, AU, AZ, 
CU, CZ, DE, DK, DM, 
HU ' ID, IL, IN, IS, 
L U, LV, MA, MD, MG 
RO, RU, SD, SE, SG r ' 
US, UZ, VN, YU, ZA, 



WO 2002-US10038 20020327 
BA, BB, BG, BR, BY, BZ, CA CH pm 

»: £ 5 S; S: ™, £ 

E S: E S: S- ? N ° £ : 
m - z »- ™- «. by: „<=: ™; S: S; 



»: 2: S; »• »• - ; «. ». s . ». „. M . BE , c „, 

lb ' IT ' LU ' MC, NL, P T , SE, TR, 
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PRA1 US 2001-2804UP "p "SSSioSo ^ ^ ^ ML ' NE ' SN ' TD ' TG 

OS MARPAT 137:294765 

GI 




carbamoyl (alkyl), carboxy (alkyl) , sulfamoyl (alkyl) ^etc or RU2 ' 

(un) substituted 0(CH2)l-30 or 5-6 membered rina- R2 - i^Ji i if ' 

or (un) substituted OR3, alkyl, aryl^alkyl) , arylalkenvl ° H ' 

cycloalkyl (alkyl,, heteroaryl (alkyl , hetero"^axkenyl ' 

heterocyclyl (alkyl), or heterocyclylalkenvl • R3 - Vnnf t,',h c * • - , ^ 

aryl (alkyl) , heteroaryl (alkyl) , \eLrocycryi (alkyl " or carboxv R4 ^J' 

(un) substituted alkyl, aryl (alkyl), heteroaryl (alkyi ) or Y ' 

5unct^ YC } yl(alkyl); m = °' 4] and P henols -StiJSed'wJth other 
functional groups in the ortho position were oreod a* tt a 7 k k-. 
tested for metabolic stability For examn^ * l • « Zf ^hibitors and 
hydroxybenzenesulfonamide (6-s^ep oreon Sv^f - anun °- 6 - chl °ro-2- 
2-bromophenylisocyanate in DM? to ?"e a! urei S" Ml^f ^ 
displayed increased half-life (10. 1 h vs 0 09-0 19 M 1 *„ Su i fon ^ de " 
clearance (4.6 mL/min/ka vs ?fi 7? I?/ } and reduce d 

having another SnSoSl grou o^^J^JT' ^ C ° mPdS " 

studies, phenols with r,rt-hn «„i* , P neno1 - In glucuronidation 

reduced' clearance (<u . 6 mWmln/g^rf^f 4°£t S ^f— displayed 

:ubs r tit°ut e :d c cZpd: d ^ ^5££^ sr: lkyl 

substitute Kerned SSSi^SiiStJ'SS/^ S Uf ~ 
sulfonamide sulf one phenol prepn increased meLbolic scabilitv 
sSf f :naSL y s rOXyPhenyl hal °P hen ^ -a prepn increased'half ^f e 

prepa^atio!;)^ 1 ??;:^ 9 ^^ 1 ^': RCT (Reactant > ' S™ (Synthetic 

(Preparation)'; £act (117^1° W) ' ^ (Biolo ? ic al study); PR EP 
,,„„" i '' ™ C \ (Reactant or reagent); USES (Uses) 

pheno! a ^ M^T' ° f ° rth ° SUlf ° nam ide and °^ho sulfone 
fones inhibitors with increased metabolic stability) 



ST 
IT 



IT Sulfones 



RL: PAC (Pharmacological activitv) • spm fc Tmf u^j 

(Therapeutic use) • rtot in T • , (Synthetic preparation) 

(Uses) (Biological study); PREP (Preparation); 



THU 
USES 



iffiJioS? "" ab01 " StUdleS ° f " th ° -*>«t«t«J phenols as I M 
IT Interleukin 8 receptors 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 10/1/03 PagQU 

IT p„ "hibitora) of orth ° substituted phenols as IL-8 

Phenols, preparation 

Pre P^tl^rS^lp^iJi; t^ftjntj ' SPN (Synthetic 

(Preparation,; RACT (Reactant o^eaae^ ( ^^° giCal stud V> ' PREP 

(sulfones; Drenn <-»-f 
(-rapeutic use , ; BI0L (Biologi ^ ^^^^ ™ 
I- SS? 1 ^ StUdiGS " ° rth ° SUb — ' 

4-Cyano-2-hydroxvJ-n?Z r ? Pen r 1)aniline 203201-42-7^' 

nitrobenzene'su^na 3 ^^^ u2 n ! 2 o ^ 67 ? 2 -^-3pf \ '-Chloro-2-hydro*y-3 
hydroxybenzenesulfonamide 27670? of n 3 - Ami no-6-chloro-2- Y Y 3 
3-nitrobenzenesulfonanude 276702-25"?^' ^^^-^loro^-hydroxv- 
hydroxybenzenesulfonamide 27670? ?5~J!' N ' N " Dimeth y 1 -3-amino-6-ch[oro ? • 
nitrobenzenesulfonamide 276702 llll**' ^^-e-chloro^-hydrox'S T 
hydroxybenzenesulfonamide 468064 ~,t A/^^^-amino-e-chloS-^ 
nitrobenzenesulfonamide 46806?^?^^ 2 - Acet yl-6-chloro-3 

p n ne^l b b e e nZeneS , Ulfonamide 46 6 8 8 o° 6 6 I I! p P ' ^ h ^-2-acetyl-6-chloro-3- 
pnenylbenzanu.de 468064-43-Qp e. ru, ' 6 ~ Dlchl °ro-3-nitro-N- 
Phenylbenzamide 468064-44-0p' 3 S^^^^^y-S-nitro-N- 
phenylbenzamide ' 3 " Anan °- 6 - c hloro-2-hydroxv-N- 

RL: RCT (Reactant,; SPN (Svn^*-- 

( ^L°d r ia^ pn T ~ ti0n " PREP < P «, RACT 

X T «&gtf ^ C \f bi T^ etabOUC StUdi6S ° f ° rth ° SUbSt — 
dichlorophenyl,urea ° hYdrOXy - 3 - amin °sulfonylphenyl)- N .- (2 3 

R L: PAC (Pharraacolooical a „n ■« , ~ 

(p r r e L a a ra \ i0n \ ; THU (?he 4eu^r u y e;. R B C Lf^ Ct r t,; SPN (Synthetic 
(Preparation,; ract (Reactant «t V ' J* (Blol °gical study,; P r EP 

(Prepn. and metabolic stCdi !f r f gent > ' USES (Uses, Y ' ' PREP 

inhibitors) StUdles ° f ortho substituted phenols as IL-8 
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IT 27fi7nrv 



RN 
CN 



276700-45-9P, N-SSL ^^^nyl) - n <l {2 ? ' 3 £ ^-Chloro-3- (N - 
^-f (3,4-Dioxo-2-phenvW mn ° Cyclobu t-3-ene'l ? ^^^y-^- * JPneny 

468064-38-2; }:f ( rsr , " 4 - c ^2^3t^JJJS t S ph-nyi,u "* 

^-ophen^ j f J a' Chl 4° 6 r 8 ° 0 1 4 - hy f ^^^Sffi^^-yl > urea 
-r'ap^ 

p use); BI0L (Bioiogi y), sw, fth le^Sif 

. ( P^pn. and metabolic st „H- '^ration) ; USES 

inhibitors) studies of ortho s „w. 

468064-50-8 , 4 680 64-51- 9 4fiftn SUbst ^uted p henols as 

PAC (Pharmacological J 68 064-52-0 
(Biological <=t-,^ > g al acfc ivity) ; thii ,»u 

(Pre P n al and U l y aboTf ( ?-> (nws "P«*ic use, ; biol 

inhibitors) metaboll = studies of ortho au h.f* 
62 ~53-3, Anili ne re substituted phenols as l L -8 

18495-15-3, 2-Sro f tl0nS "92-00-3 2-Er , 
41195-90-8 2,l 1 D \ r ° h ^ r Cya h n °Phenol 24966-39-0 f^T "^nate 

RL: rct (ReactaJif enZ ° ic acid 1006 55 775-97-8, 

(Prepn. and metabolfc iSdf^V* ^nt) 
inhibitors) studies of ortho 



— — u-o HCAPLUS -^scitu 

(2- P rop„ yl) _ (SCI) (M 

PDXt T-l, 
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RN 203201-42-7 HCAPLUS 

Benzonitrile, 4-a^no-3- hydroxy _ 2 _ propyl 



< 9CI ) (CA INDEX NAME) 




Pr-n 



LI 3 ANSWER 4 OF 40 Hpapttto ~ 

JJ 2002:754340 HCAPLUS ^ C0PYMG HT 2003 ACS on STN 



°N 137:279205 
TI 



IN 



Preparation of 3 a ^ • 

antagonist, 3 - l-dia^nocyclobut.^.j, 2 _ dl 

Taveras, Atthur G . . CXC <="«"»kma receptor 

D T Patent 
^ English 
J C I CM C07C225-20 

ICS C07C229-42; C07P99Q a a 

C07C255-59 cSl'Sn cl »«3'-<« C07C255-5,. 

C07O207-08.- C07D207-16,: C07D217 C07C3 »-2l7 C07D205-04 

PATENT NO. K-TMn r,» 

KIND DATE 

PT ' APPLICATION NO. DATE 

WO 2002076926 A1 2 00?inn~ ~ - 

W: AE, AG, AL, AM, AT, Auf AZ BA^ 00 ^ 2888 2002 0201 

id' tl R ' 2' DE ' DK ' dm ™> S; £' es' ??' bz - ca ' ch - «, 

S: mk l ; 2; £ zi: # -f »: £ 5: S; S; 5 ^ «: 

SL, TJ, TM, TN, TR TT I?' PT ' R0 ' ™. SE SG Si' X' 

^, kz, md, RU ; T R ; S' ' UA ' uz ' w - w - zA - am' S; 2; 
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■ 5: 5 5 S; »• ». ». «. «. «. «. „. 

us 2 „o3o^ 0 r- c ai cg ',^' S: £.£ s- »• *. «. »; ^; ™; 

GI 



BHN 



\ 



NHA 1 




NHPh 



II 



AB 



ST 



IT 



IT 



IT 



IT 



IT 



IT 



IT 



IT 



Title compels. I • r a - / i_ 
Ph, benzotriazol vi k {substitu ted) aryl, heteroar^i » 

cyclobutene-3 ^dSnl / " Prepd ' T *«/l-ethoxv \' J ydr f ^^ienyl, 
^Pnolinoethyl^^ and Z-OT-^Sr 2 "^^ 1 ^-!- 

ovrnlght in ft^^WjS 111118 ^ -re reflux d 

binding activity in title compd. (tti t u r etluxed 

aminobutenedlS pLpfcxr^ ° f * CXCR2 rece P to ' 

s^: B r T Xs cancer ^^^^^s^ 0 

^/«2^S.?.Tj^S Cl S'i f l ed) ' BI0L (Biological studv, 
chemokine receptor «„? P •' 3 ' 4 - d iaminobutene-] ? y) 
Chemokine receptors antagonist s) 1,2-diones as CXC 

RL: BSU (Biological S h,H„ 

(CXCR2, antagonLts^epn :f1 f f d); BI0L (Biological studv, 
chemokine receptor »„?f P f 3 ' 4_dia ">inobutene-l ? ^ y) 
Intestine, disease anta ? onis ts) UCene i^-dxones as CXC 

chemokine receptor ^n?" 1 " 1 : ° f 3 ' 4 - di aminobutene-] ? h - 
Sarcoma ece Ptor antagonists) tene ^-diones as CXC 

chUEkinl'riSSri^f"^- ° f 3 ' 4 - d iaminobutene-l 7 h- 
Respiratory distS s S yndro 9 mr StS) l^-dxones as C xc 

(acute, treatment* 

chemokine receotor tlt^' ° f 3 ' 4 ~ dia minobutene-l ? 
Transplant rejection antagonists > ^2-diones as CXC 

( allot ransplant t roa f 
(antiatheroscleroticc; • 

chemokine receptor a lL ^ ° f 3 ' ^aminobutene-l P h- 
Dermatitis antagonists) ene ^2-diones as CXC 

(atopic, treatment; preon o „ 

chemokine receotor a «Z P . 3 ' 4 ~ di aminobutene-l 9 w • 

ceptor antagonists) ene i/2-diones as CXC 
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IT Stomach, neoplasm 

(carcinoma, treatment; preon of n ^ • u 

chemokine receptor antagonists) ' ^^^^tene-l, 2-diones as CXC 
IT Lung, disease ' 

(chronic obstructive t-^ a +.~ 



IT Interleukin 12 



RL: THU (Therapeutic use)- rtot # n - , 

(coadministration; prion of 3 B J°^f Cal K s tudy, ; USES (Uses) 
chemokine receptor antagonists)' 4 " dlaminobuten -^2-diones as CXC 
11 Eye, disease 



IT 



(gingivitis, treatment; preon of q / ^- • , 
IT K ./ hemokine receptor antagonist, ' 4 - dlamino butene-l, 2-diones as CXC 
Aiclney, disease 

(glomerulonephritis f ro3 f 

(graf t-vs . -host reflrt-i^n +. 
IT Allergy^ " « ™" 3 ''*— 

it B _S s ^'iXS"SSJi£2?- o£ '-'-"a— ■*««- ■,««. ,s 

nepatitis virus 
Human herpesvirus 

(infection treatment; prepn of , J ^ • u 
IT Tn , Ch ! mokine receptor antagonists) ' 4 " dlamin <*utene-l, 2-diones as CXC 
intestine, disease 

(inflammatory, treatment; prepn of 3 4 h- ■ u 
IT RepSfSon 6 reC6pt ° r -nt.gonl.tJ?' ' 4 - dlamin <*utene-l, 2-diones as CXC 

(injury, treatment; preon n-F i , ^. 

chemokine receptor antagonists) ' 4 - dlarainobu tene-l, 2-diones as CXC 
Brain, disease 
Heart, disease 

(ischemia, treatment; preon of * / J- 

IT f " h ! m ° kine reCe P tor antagonists f ' 4 - dlaminob ^ene-l, 2-diones as CXC 
11 Eye, disease 1 

(macula, deapn^rafi rtw * 
(non-small-cell carm'n 

» S« — ^»%S;, o£ — -I.*- 

Anti-Alzheimer »s agents 
Antiarthritics 
Antiasthmatics 
Anticoagulants 
Antimalarials 
Antitumor agents 
Antiviral agents 
Human 

Solid phase synthesis 

(prepn. of 3, 4-diaminobutene-l ?-hi„ 

antagonists) t8ne X ' Clones as CXC chemokine receptor 



Chemokines 
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RL. BSU (Biological study, unclassified)- BTnr /»• , • 

(prepn. of 3, 4-diaminobutene-l o if ' (Biological study) 

antagonists) nooutene 1,2-diones as CXC chemokine receptor 

IT Eye, disease 



IT 



(retinopathy, treatment; preon of ^ a j- 

chemokine receptor antagonisS)' ' 4 " dlami nobutene-l, 2-diones as CXC 

Shock (circulatory collapse) 

I fipnhi /- +- ~- j 



. """F 1 -"' antagonists) * co as 

3ck (circulatory collapse) 



7 ^-^uidtory collapse) 

(septic, treatment; prepn of 1 4 ■ u 

IT r Chem ° kine receptor antagonists 4 " dlamnobuten e-l, 2-diones as CXC 
11 Brain, disease 

(stroke, treatment; preon of ^ a 

IT «, C ^ e T okine re «Ptor antagonists) 0bUtene_1 ' 2 - diones CXC 

IT Shock (circulatory collapse) 

(tovi^ ol 1. 

dio 

IT Sepsis 

(treatment of aram n^rr • 

Alzheimer's disease 

Arthritis 

Asthma 

Atherosclerosis 

Eye, disease 

Malaria 

Melanoma 

Neoplasm 

Psoriasis 

Thrombosis 

^S^MtSSitZf 3 ' 4 - diaminobut -e-l, 2 - diones as cxc chemok 
Intestine, disease 

(ulcerative colitis t-r 



RL: THU (Therapeutic use); BIOL m., - , 

(•alpha., coadau.„i str « i " OL '!" lo 9i«l study); USES (Uses) 

IT Ihte'tLuliTs 1 " teMPt °' «"~ S , 0f 3 ' 4 - di ^-"»t"«-i, 2 -<.io„„ as 
iULerieukm 8 receptors 

RL: BSU (Biological study, unclassified)- btot ,r- , • 

(•beta., antagonists; prepn of I . (Biological study) 

IT 50-3 C 5T r r ept ° r -ntagon^ts) ' ^""^tene-l, 2-dione s y a s CXC 
„ Ji> ~ 1 ' Thalidomide 145-63-1 

Taxol 37270-94-3 Pi-i-Ii ? * ' Suralrun 15866-90-7, Col-3 «n« C o a 
Angiostatin 99519-84-3 CAI 1?^% J 810 ^"^ 1*862 860^1 ' 
Tnp-470 148717-90-2 ■ 114977 ~ 28 -5- Taxotere 129298-91 s 

21 9 69 3 74 9 : I ' A 2 g Sl 0 6 -29 0 r°r 4 6 6 6, 9 ' - S " ! ^ ^ 42-^ 787 

305838-77-1, H^." f" 3 ^?^ 6 " _ 259J88-38-0, Bms-2752 9 T ?8? 

443913-73-3, Zd-6474 324 ™°-00-3, Vitaxin 386211-13-8, Zd-101 

RL: THU (Therapeutic use)- rtht ,» - , 

(coadministration; prion of fj^cal study, ; USES (Uses, 
chemokine receptor Lta^onistsj ; 4 - dlami "<*utene-l, 2 -dio nes as CXC 
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IT 52951-27-6P 
464911-78-2P 
464911-83-9P 
464911-88-4P 
464911-93-1P 

464911- 98-6P 

464912- 03-6P 
464912-08-lp 
464912-13-8P 
464912-18-3P 
464912-23-0P 
464912-28-5P 
464912-33-2P 
464912-38-7P 
464912-43-4P 
464912-48-9P 
464912-53-6P 
464912-58-1P 
464912-63-8P 
464912-68-3P 
464912-73-0P 
464912-78-5P 



10/1/03 

378248-11-4P 

464911-79-3P 
464911-84-0P 
464911-89-5P 
464911-94-2P 

464911- 99-7P 

464912- 04-7P 
464912-09-2P 
464912-14-9P 
464912-19-4P 
464912-24-lp 
464912-29-6P 
464912-34-3P 
464912-39-8P 
464912-44-5P 
464912-49-0P 
464912-54-7P 
464912-59-2P 
464912-64-9P 
464912-69-4P 
464912-74-lp 
464912-79-6P 
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378248-12-5P 
464911-80-6P 
464911-85-1P 
464911-90-8P 

464911- 95-3P 

464912- 00-3P 
464912-05-8P 
464912-10-5P 
464912-15-0P 
464912-20-7P 
464912-25-2P 
464912-30-9P 
464912-35-4P 
464912-40-1P 
464912-45-6P 
464912-50-3P 
464912-55-8P 
464912-60-5P 
464912-65-0P 
464912-70-7P 
464912-75-2P 
464912-80-9P 



464911-76-0P 
464911-81-7P 
464911-86-2P 
464911-91-9P 

464911- 96-4P 

464912- 01-4P 
464912-06-9P 
464912-11-6P 
464912-16-1P 
464912-21-8P 
464912-26-3P 
464912-31-0P 
464912-36-5P 

464912-41-2P 
464912-46-7P 
464912-51-4P 
464912-56-9P 
464912-61-6P 
464912-66-1P 
464912-71-8P 
464912-76-3P 
464912-81-0P 



464911-77-lp 
464911-82-8P 
464911-87-3P 
464911-92-0P 

464911- 97-5P 

464912- 02-5P 
464912-07-0P 
464912-12-7P 
464912-17-2P 
464912-22-9P 
464912-27-4P 
464912-32-1P 
464912-37-6P 
464912-42-3P 
464912-47-8P 
464912-52-5P 
464912-57-0P 
464912-62-7P 
464912-67-2P 
464912-72-9P 
464912-77-4P 
464912-82-1P 



464912-83-2P -™ ox - ur 464912 

^ : PAC (Pharmacological arn ■ - i 

(prepn. of 3, 4-diaminobutene-l ? m 
IT 62 53 3 g °f StS) ^2-dioaa. as CXC chemokine receptor 

Methana^ne'r^Ss^^s'-O^V Etha^"^' Be — thanandne 74-89-5 
87-62-7 88-75-5 90-41-5, U- 5^',^^ 85 -38-l ' 

lOo'orf nediamine ' "actions 95-55-6 ^i't^ 94 ~ 7 °- 2 95-54-5 
100-01-6, reactions 100-46-9 pi 96-50-4, 2-Thiazolamine 

106-93-4 107-85-7 107-99-3 roTnTa thanainine ' "action ^ 102-28 3 

UO-llT m "h-? 5 - 7 109 "«-3 110-89-4 Pio" 91 ; 8 ' ^l^-anaSne * 
4 L!\ n '. M ° rpholine ' "actions 121 flfi n' t?f ridlne ' react i°ns 

12?-40 3 nePr ° Panamine 123-30-8 12 8 3 8 : 7 ° 5 Z^- 92 " 6 123-00-2, 
462-08 _ 8' f o Cti ° nS l 24 -68-5 142-25-6 30, Py fl rr ° lidi ne, reactions 

ill 3 - p y r idinamine 503-29-7 IIJ^- 3 ~ 38 ~ 8 372-19-0 372-39-4 

536-90-3 540-o4-c ceo " '' Azetidme 504-90 n or, . Jy 4 

606-79 a <r,c 552-89-6 570-23-0 Sfi? « o ' 2 - p yridinamine 

7764 1 ' 55586-26-0 57260-71-6 63435 *?f 28059-64-5 
77648-20-5 108267-20-5 112245 n , ^ 16 ~ 5 68 832-13-3 
RL: RCT (Reactant) • ract tut Z 1 3 46<1 913-93-7 
(P-pn. of 3, 4-dia^ C Lb Ut ^- a f / d r io reagent> 
IT 608- a ;2- a 2 9 p° ni r 2 S, 3 n 1'2-drones as CXC che.okine receptor 

42132-07-OP 4 2I32 -0 9 - 2 7 p P JJ I I 3.m-S-,» 

JP 51736-38-0P 55581-64-1P 
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\J -L -7 




op 


62723-78-8P 


64039-56 


-1P 




97969- 


70- 


A P 


lUDoo / — 


21- 


IP 


110545- 


67- 


0P 


-L T \J *i 


-69 


or 


±o<;:U4 O 


-jU 


-6P 


182500 


-29 


-4P 


416876 


-80 


-7P 


4 o4 y 


O A 

-84 


-3P 


4 64912 


-85 


-4P 


464912 


-PR 


_ 7 p 

/ XT 


4 D4 b? ±<£ 


o o 

-by 


- o P 


464912 


-90 


-IP 


464 912 


-93 


-4 P 


4 04 y iz 


-94 


-5P 


A f A C\ 1 ^ 

464912 


-96 


-7P 


464913 


-03 


-QP 


404 yio 


- (JO 


"IP 


464913 


-08- 


-4P 


46491 3 






4 04 yio 


-17 


-5P 


464913 


-19 


-7P 


464913 


-PS 


_ c. p 


4 04 y ± ,5- 


-z y 


- y p 


464913- 


-31- 


-3P 


464913 


-37 


-QD 


464913- 


-40- 


-4P 


A f a r\ I o 

464913- 


-42- 


-6P 


464913- 


-50 


-6P 


464913- 


-53- 


-9P 


464913- 


-55- 


-IP 


464913- 


-60- 


-8P 


464913- 


-61- 


-9P 


464913- 


-63- 


-IP 


464913- 


-69- 


-7P 


464913- 


-71- 


-IP 


464913- 


-73- 


-3P 


464913- 


-76- 


-6P 


464913- 


-77- 


-7P 


464913- 


-78- 


-8P 


464913- 


-81- 


-3P 


464913- 


-82- 


-4P 


464913- 


-83- 


-5P 


464913- 


-86- 


-8P 


464913- 


-87- 


-9P 


464913- 


-88- 


-OP 


464913- 


-91- 


-5P 


464913- 


-92- 


-6P 


464913- 


-94- 


-8P 



66952-81-6P 95539-61-0P 

110545-68-1P 111081-10-8P 

194413-46-2P 301527-63-9P 

464 912-86-5P 464912-87-6P 

4 64912-91-2P 464912-92-3P 

4 64 912-98-9P 464913-01-7P 

464 913-11-9P 4 64 913-13-1P 

464 913-21-1P 4 64913-23-3P 

464 913-33-5P 4 64913-35-7P 

4 64 913-44-8P 4 64913-4 8-2P 

464913-57-3P 464913-59-5P 

464 913-65-3P 4 64 913-67-5P 

464 913-74-4P 464913-75-5P 

4 64 913-79-9P 464913-80-2P 

4 64 913-84-6P 4 64 913-85-7P 

464 913-8 9-1P 464 913-90-4P 

-yz-foP 464913-94-8P 

-- ; " - p N (Synthetic preparation) ; PREP (Preparation); RACI 

(Reactant or reagent) 

(prepn. of 3, 4-diaminobutene-l , 2-diones as CXC chemokine receptor 

antagonists) h^x. 

RE.CNT 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1 
(2 
(3 
(4 
(5 
(6 
(7 
(8 
(9 



Beatrix, S; WO 0035864 A 2000 HCAPLUS 
Bi, G; WO 0192202 A 2001 HCAPLUS 

Chen, Y; HECHENG HUAXUE 1998, V6(4), P383 HCAPLUS 

Chen, Y; SICHUAN DAXUE XUEBAO, ZIRAN KEXUEBAN 1996, V33(2), P182 HCAPLUS 
Ehrhardt, H; CHEMISCHE BERICHTE 1977, V110(7), P2506 HCAPLUS HCAPLUS 
Grunefeld, J; ARCHIV DER PHARMAZIE 1985, V318(12), P1062 
Huels Chemische Werke Ag; FR 1531943 A 1968 HCAPLUS 
Huels Chemische Werke Ag; DE 2638855 A 1978 HCAPLUS 
Maahs, G; ANGEWANDTE CHEMIE 1966, V78 (20) , P927 HCAPLUS 

(10) Neurosearch AS; WO 0020378 A 2000 HCAPLUS 

(11) Neuse, E; POLYMER 1974, V15(l), P339 

(12) Palovich, M; WO 0164208 A 2001 HCAPLUS 
IT 55586-26-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(prepn. of 3, 4-diaminobutene-l, 2-diones as CXC chemokine receptor 
antagonists) ^^^-^ 

RN 55586-26-0 HCAPLUS 

Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 



CN 



H2N 




L13 ANSWER 5 OF 40 HCAPLUS COPYRIGHT 2003 ACS on STN 
AN 2002:539534 HCAPLUS 
DN 137:109285 

antagonists ^ tria2ol ° [4 ' 5 ~ d] Py rimidin " as purinergic receptor 
Gillespie, Roger John; Lerpiniere, Joanne; Gaur, Suneel; Bamford, Samantha 



TI 
IN 
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pa j! yne ; St n att0n/ . Genma Caroline '' Leonard!, Stefania; Weiss, Scott Murray 
PA Vernalis Research Limited, UK ay 

SO PCT Int. Appl., 157 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-505 

ICS C07D487-04; A61P025-28 
CC 28-16 (Heterocyclic Compounds (More Than One Hetero Atom) ) 

Section cross-reference (s) : 1 
FAN.CNT 1 

KIND DATE APPLICATION NO. DATE 

PI WO 2002055083 Al 20020718 

W: AE. AG. AT. . AM aT an 



TJ, TM 



PRAI GB 2001-624 A 20010110 

OS MARPAT 137:109285 

GI 





WO 2002-GB91 




20020110 






AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


DM, 


DZ, 


EC, 


EE, 


ES, 


EI, 


GB, 


GD, 


GE, 


GH, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


CH, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




AB 



ST 



The title compds . [I; Rl = H , alkyl, arvl etc • R? - ,rwi u , ■ 

R4 R6 - H, alkyl, aryl; or NR5R6 = heterocvclvl ■ or wher^ a • 

=°al R Wl R5R a 6 r ei r r UP ' "J I"' "V* ^ 1±nked r ° £™ 1 ^"1 /group"; ^7 
whicn lL Sill- f ln the treatment or Prevention of a disorder in 
TnH 1 locking of purine receptors, particularly adenosine receptors 

wherein e saif ^ rece P tors ' ™Y be beneficial, particularly 

wherein said disorder is a movement disorder such as Parkinson's disease 
or depression, cognitive or memory impairment, acute or chronic pain mhd 

"(2-furylTa n f^lt^^r^iT' Were ^ ™- ^tinT' ^ 
wihh i 1 "~ [1 '2'3]tna 2 olo[4,5-d]pyrimidine-5-amine (prepn. given) 

[£ - nS "°S -^^ 0m± ^ ±n o the PreS6nCe ° f NaH in DMFaf?orded 22% I 
A2A rec2p;or 2 bIndi : ng: yl; " = 2 - FC6H4CH2 ^ which ^owed Ki of 3 nM against 

Par a i Z nionr imidine Prepn P urinoce Pt°r antagonist adenosine A2A receptor 
a„,l,e sl c ^^.e p „ pn; Al2heimet . a d&.^.^opWdin. 
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IT Adenosine receptors 

RL: BSU (Biological study, unclassified); BIOL (Biolooical S h,riv> 

IT Nervous system, disease 

(Huntington's chorea; orenn nf =»~~i r a c 

purinergic receptor antagonists", triaZOl ° t4 ' 5~d] pyrxnudines as 
IT Disease, animal 

int,^„"»; ) P " P °- ° f 5-d, Pyrimldines „ purinetglc ceceptot 

IT Mental disorder 

IT Cognition 

int^go^is'tsr^- ° f triazol °t 4 ^-^Py^idines as purinergic receptor 
IT Nervous system, disease 

tXzoloM ? 0 Pr reSP0 !! SiVe ^^-Parkinsonism; prepn. of 
IT Nervoursys°re;rdl^a r sr dlneS " receptor antagonists , 

it si Sp£^^^^ - tria Z olo [4 , 5 - d]pyrimidines as 

fSS^Ssf ^^^o^^-dlpyriMdines as purinergic 
IT Cytoprotective agents 

SSgFSSgSlfi""- ° £ "^"^-cUpyriMdin., as purinergic 
IT Alzheimer's disease 
Analgesics 

Anti-Alzheimer's agents 
Antidepressants 
Antiparkinsonian agents 
Cognition enhancers 
Human 

Nervous system agents 
Pain 

Parkinson's disease 
Purinoceptor antagonists 
Wilson's disease 

int^onislsr 192010 ^' 5 -^^^ 1 ^ as P»rinerglc receptor 
IT Nervous system, disease 

2i.SSS;.? f triazol °r^-<i]pyri m idines as purinergic 
IT 59-92-7, L-Dopa, biological studies 
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IT 



RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(in combination with; prepn. of tria Z olo[4, 5-d pyrimidines is 
punnergic receptor antagonists) Jpynmiaines as 

il 290 plc 18 ,ll P 442906-82-3P 442907-00-8P 442907-34-8P 442910-16-9P 

PAC Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study) prep 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

inSoni:tsr iaZOl0t4 ' 5 " d]PyrimidineS 33 -ceptor 



IT 442906-79-8P 
442906-88-9P 

442906- 98-1P 

442907- 10-OP 
442907-20-2P 
442907-30-4P 
442907-42-8P 
442907-52-0P 
442907-58-6P 
442907-63-3P 
442907-68-8P 
442907-73-5P 
442907-78-0P 
442907-83-7P 
442907-88-2P 
442907-93-9P 

442907- 98-4P 

442908- 03-4P 
442908-08-9P 
442908-13-6P 
442908-18-lP 
442908-23-8P 
442908-28-3P 
442908-33-0P 
442908-40-9P 
442908-46-5P 
442908-51-2P 
442908-56-7P 
442908-61-4P 
442908-66-9P 
442908-71-6P 
442908-76-1P 
442908-81-8P 
442908-86-3P 

442908- 94-3P 

442909- 04-8P 
442909-13-9P 
442909-23-1P 
442909-34-4P 
442909-41-3P 
442909-46-8P 
442909-51-5P 
442909-56-0P 
442909-61-7P 
442909-66-2P 
442909-71-9P 
442909-76-4P 



442906-80-1P 

442906- 90-3P 

442907- 02-0P 
442907-12-2P 
442907-22-4P 
442907-32-6P 
442907-44-0P 
442907-54-2P 
442907-59-7P 
442907-64-4P 
442907-69-9P 
442907-74-6P 
442907-79-lP 
442907-84-8P 
442907-89-3P 
442907-94-0P 

442907- 99-5P 

442908- 04-5P 
442908-09-0P 
442908-14-7P 
442908-19-2P 
442908-24-9P 
442908-29-4P 
442908-34-1P 
442908-42-1P 
442908-47-6P 
442908-52-3P 
442908-57-8P 
442908-62-5P 
442908-67-0P 
442908-72-7P 
442908-77-2P 
442908-82-9P 
442908-88-5P 

442908- 96-5P 

442909- 05-9P 
442909-15-1P 
442909-26-4P 
442909-36-6P 
442909-42-4P 
442909-47-9P 
442909-52-6P 
442909-57-1P 
442909-62-8P 
442909-67-3P 
442909-72-OP 
442909-77-5P 



442906-81-2P 

442906- 92-5P 

442907- 04-2P 
442907-14-4P 
442907-24-6P 
442907-36-0P 
442907-46-2P 
442907-55-3P 
442907-60-0P 
442907-65-5P 
442907-70-2P 
442907-75-7P 
442907-80-4P 
442907-85-9P 
442907-90-6P 

442907- 95-1P 

442908- 00-1P 
442908-05-6P 
442908-10-3P 
442908-15-8P 
442908-20-5P 
442908-25-0P 
442908-30-7P 
442908-36-3P 
442908-43-2P 
442908-48-7P 
442908-53-4P 
442908-58-9P 
442908-63-6P 
442908-68-1P 
442908-73-8P 
442908-78-3P 
442908-83-0P 



442906-84-5P 

442906- 94-7P 

442907- 06-4P 
442907-16-6P 
442907-26-8P 
442907-38-2P 
442907-48-4P 
442907-56-4P 
442907-61-lP 
442907-66-6P 
442907-71-3P 
442907-76-8P 
442907-81-5P 
442907-86-0P 
442907-91-7P 

442907- 96-2P 

442908- 01-2P 
442908-06-7P 
442908-11-4P 
442908-16-9P 
442908-21-6P 
442908-26-1P 
442908-31-8P 
442908-37-4P 
442908-44-3P 
442908-49-8P 
442908-54-5P 
442908-59-0P 
442908-64-7P 
442908-69-2P 
442908-74-9P 
442908-79-4P 
442908-84-1P 



442908-90-9P 442908-92-1P 



442908- 98-7P 

442909- 07-1P 
442909-17-3P 
442909-28-6P 
442909-38-8P 
442909-43-5P 
442909-48-0P 
442909-53-7P 
442909-58-2P 
442909-63-9P 
442909-68-4P 
442909-73-1P 
442909-78-6P 



442909-00-4P 
442909-09-3P 
442909-19-5P 
442909-30-0P 
442909-39-9P 
442909-44-6P 
442909-49-lP 
442909-54-8P 
442909-59-3P 
442909-64-0P 
442909-69-5P 
442909-74-2P 
442909-79-7P 



442906-86-7P 

442906- 96-9P 

442907- 08-6P 
442907-18-8P 
442907-28-0P 
442907-40-6P 
44290-7-50-8P 
442907-57-5P 
442907-62-2P 
442907-67-7P 
442907-72-4P 
442907-77-9P 
442907-82-6P 
442907-87-1P 
442907-92-8P 

442907- 97-3P 

442908- 02-3P 
442908-07-8P 
442908-12-5P 
442908-17-0P 
442908-22-7P 
442908-27-2P 
442908-32-9P 
442908-38-5P 
442908-45-4P 
442908-50-lP 
442908-55-6P 
442908-60-3P 
442908-65-8P 
442908-70-5P 
442908-75-0P 
442908-80-7P 

442908- 85-2P 

442909- 02-6P 
442909-11-7P 
442909-21-9P 
442909-32-2P 
442909-40-2P 
442909-45-7P 
442909-50-4P 
442909-55-9P 
442909-60-6P 
442909-65-1P 
442909-70-8P 
442909-75-3P 
442909-80-0P 



442909-81-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
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IT 



IT 



IT 



442909-82-2P 
442909-87-7P 
442909-92-4P 

442909- 97-9P 

442910- 02-3P 
442910-07-8P 
442910-12-5P 



442909-83-3P 
442909-88-8P 
442909-93-5P 

442909- 98-0P 

442910- 03-4P 
442910-08-9P 
442910-13-6P 



442909-85-5P 
442909-90-2P 

442909- 95-7P 

442910- 00-1P 
442910-05-6P 
442910-10-3P 
442910-15-8P 



442909-86-6P 
442909-91-3P 

442909- 96-8P 

442910- 01-2P 
442910-06-7P 
442910-11-4P 



(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of triazolo [ 4 , 5-d] pyrimidines as purinergic receptor 
antagonists ) 

442909-84-4P 
442909-89-9P 
442909-94-6P 

442909- 99-1P 

442910- 04-5P 
442910-09-OP 
442910-14-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of triazolo [ 4 , 5-d] pyrimidines as purinergic receptor 
antagonists) 

70-11-1, 2-Bromoacetophenone 75-30-9, Isopropyl iodide 100-11-8, 

4- Nitrobenzyl bromide 105-36-2, Ethyl bromoacetate 106-95-6, Allyl 
bromide, reactions 108-42-9, 3-Chloroaniline 136-85-6, 

5- Methyl-lH-benzotriazole 288-42-6, Oxazole 288-47-1, Thiazole 
446-48-0, 2-Fluorobenzyl bromide 452-80-2, 2-Fluoro-4-methylaniline 
459-57-4, 4-Fluorobenzaldehyde 586-98-1, 2-Pyridinemethanol 619-14-7, 
3-Hydroxy-4-nitrobenzoic acid 619-19-2, 2-Hydroxy-4-nitrobenzoic acid 
933-67-5, 7-Methylindole 1068-55-9, Isopropylmagnesium chloride 
1195-59-1, 2, 6-Pyridinedimethanol 2713-34-0, 3, 5-Dif luorophenol 
3173-56-6, Benzyl isocyanate 3731-51-9, 2-Pyridinemethylamine 
3913-23-3, 2-Methoxy-5-nitrobenzyl bromide 6036-64-2 10147-36-1, 
Propanesulfonyl chloride 13508-96-8, 2-Methyl-4-nitropyridine 
26177-43-5, 3-Nitrobenzylamine hydrochloride 55583-59-0 58757-38-3, 

6- Chloronicotinoyl chloride 62306-79-0, 5-Methylf uran-2-boronic acid' 
63024-77-1, 3- (Chloromethyl) benzoyl chloride 76513-69-4, 

2- (Trimethylsilyl) ethoxymethyl chloride 88780-84-1 118486-94-5, 
2- (Tributylstannyl) furan 119222-43-4 
l-Methylimidazole-4-sulfonyl chloride 
188978-71-4 220364-34-1 228106-28-3 

442910- 96-5 442910-97-6 442910-98-7 

442911- 01-5 4 42911-02-6 442 911-03-7 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(prepn. of triazolo [ 4, 5-d] pyrimidines as purinergic receptor 
antagonists) 

442685-51-0P 
442910-19-2P 
442910-27-2P 
442910-33-0P 
442910-38-5P 
442910-43-2P 
442910-48-7P 
442910-54-5P 
442910-64-7P 
442910-71-6P 
442910-76-1P 
442910-81-8P 
442910-86-3P 

442910- 91-OP 

442911- 05-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of triazolo [ 4 , 5-d] pyrimidines as purinergic receptor 



136133-18-1 
146137-76-0 
251098-53-0 

442910- 99-8 

442911- 04-8 



137049-00-4, 
155269-59-3 
357286-12-5 
442911-00-4 



438049-36-6P 
442910-17-OP 
442910-24-9P 
442910-31-8P 
442910-36-3P 
442910-41-OP 
442910-46-5P 
442910-51-2P 
442910-60-3P 
442910-69-2P 
442910-74-9P 
442910-79-4P 
442910-84-1P 
442910-89-6P 
442910-94-3P 



438050-27-2P 
442910-18-1P 
442910-26-1P 
442910-32-9P 
442910-37-4P 
442910-42-1P 
442910-47-6P 
442910-52-3P 
442910-62-5P 
442910-70-5P 
442910-75-0P 
442910-80-7P 
442910-85-2P 
442910-90-9P 
442910-95-4P 



442685-52-1P 
442910-21-6P 
442910-29-4P 
442910-34-1P 
442910-39-6P 
442910-44-3P 
442910-49-8P 
442910-56-7P 
442910-66-9P 
442910-72-7P 
442910-77-2P 
442910-82-9P 
442910-87-4P 
442910-92-1P 



442685-53-2P 
442910-23-8P 
442910-30-7P 
442910-35-2P 
442910-40-9P 
442910-45-4P 
442910-50-1P 
442910-58-9P 
442910-68-1P 
442910-73-8P 
442910-78-3P 
442910-83-0P 
442910-88-5P 
442910-93-2P 
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antagonists) 

RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE ~ *~ 

(1) Betti, L; EUROPEAN JOURNAL OF MEDICINAL CHEMISTRY 1999, V34 (10) P867 
HCAPLUS . ' 

(2) Cocuzza, A; BIOORGANIC i MEDICINAL CHEMISTRY LETTERS 1999, V9(7) P1063 
HCAPLUS ' 

(3) Du Pont Pharm Co; WO 9901439 A 1999 HCAPLUS 

(4) Giovanni, B; WO 9921617 A 1999 HCAPLUS 
IT 442908-92-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Sse" PeUtlC USG); BI ° L (Bi ° l0gical stud y>; P^P (Preparation); USES 

(prepn. of triazolo [4, 5-d] pyrimidines as purinergic receptor- 
antagonists) ^ 
442908-92-1 HCAPLUS 

Phenol, 2-amino-5- [ [5-amino-7- (2-f uranyl ) -3H-1, 2, 3-triazolo [4 , 5- 
dlpyrimidin-3-yl] methyl]- (9CI) (CA INDEX NAME) 



RN 
CN 




H 2 N N 




NH 2 



N CH 2 



L13 

AN 

DN 

TI 

IN 

PA 
SO 

DT 
LA 
IC 

NCL 
CC 

FAN. 



PI 



ANSWER 6 OF 40 HCAPLUS COPYRIGHT 2003 ACS on STN 

2002:409270 HCAPLUS 

137:6173 

Penf ^tricyclic pyrrolidine derivatives as GnRH antagonists 

PeUetSr Jeff rev Cl" r^" ' ?-rnov-Rogan, Tania; Yanofsky, Stephen D " 
reixetier, Jeffrey Claude; Green, Daniel Michael 

U S.A, 

CODENruSXxS 1 ' PUbl " ^ PP -' Cont - in -P"t of U.S. Ser. No. 633,025. 

Patent 

English 

ICM A61K031-4188 
ICS C07D487-14 
514387000 

28-2 (Heterocyclic Compounds (More Than One Hetero Atom)) " 
Section cross-reference (s) : 1, 13 
CNT 3 

PATENT_NO. KIND DATE APPLICATION NO. DATE 



US 2002065309 
WO 2002011732 
WO 2002011732 
W: AE, AG, 
CO, CR, 
HR, HU, 
LT, LU, 
RU, SD, 



Al 20020530 
Al 20020214 
Cl 20020620 
AL, AM, AT, AU, 



US 2001-860810 20010518 
WO 2001-US24506 20010803 



CU, 
ID, 
LV, 
SE, 



cz, 

MA, 
SG, 



DE, 
IN, 
MD, 
SI, 



DK, 
IS, 
MG, 
SK, 



AZ, 
DM, 
JP, 
MK, 
SL, 



BA, 
DZ, 
KE, 
MN, 
TJ, 



BB, 
EE, 
KG, 
MW, 
TM, 



BG, 
ES, 
KP, 
MX, 
TR, 



BR, 
FI, 
KR, 
MZ, 
TT, 



BY, 
GB, 
KZ, 
NO, 
TZ, 



BZ, 
GD, 
LC, 
NZ, 
UA, 



CA, 
GE, 
LK, 
PL, 
UG, 



CH, 
GH, 
LR, 
PT, 
UZ, 



CN, 
GM, 
LS, 
RO, 
VN, 
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YU/ ZA, ZW, AM, AZ RY vr vm 

RW: GH, GM, KE LS m' Mz' so' 5' f ' TJ ' ™ 

DE, DK, ES, FI J; g; M UG, „, AT, BE, CH, CY, 

BJ, CF, CG, CI, CM GA tm ™ ' L "' MC ' NL ' PT, SE, TR BF 
AU 2001081067 A5 2 0020?t« ' GQ ' GW ' ML ' MR ' NE, SN TD TG 

PRAI US 1999-147233P f J^MJ 8 AU 2001-81067 ' 20 0 0 3 

US 2000-633025 A2 20000804 

US 2001-860810 A 20TS5I8 

WO 2001-US24506 W fooJSflJ? 
OS MARPAT 137:6173 ^010803 
GI 



ST 
IT 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VTA „ 
- Title compds. x [L1 L2 and L3 AVAILABLE VIA OFFLINE PRINT * 

are independently o'or 1- y - fSf lrK ? e P enden tly linking groups- m n 
bond wherein, wh'en c = 'silgL 'b'ond'a ! = <° H > b ' c is aVopSona?' srngre 
a and b are both 1; q = 0 or q. v „ d b are both °' when c is *h=! ! 

un) substituted hyirocarbvl ffh CH; Rl and R2 « e ^ther ' 

linked to form a 5- r ^"S" Jf««ent, , or Rl are 
(selected from N, 0 and S) • r5 - „ °Ptionally contg. 1-3 heterofLn* 
fused or linked, 'wherein 'or more^f^^ ° f 1?3 tha ^ be 

heterocyclic; R 4 , R5/ R6# R7 and R8 ar ! ^ n9S maybe arora - and/or Y 

R6 R7 0H 'H a ^ y1 ' alkenyl alk'y/ftc andT^^ S6leCted H, 
R6, R7 and R8 are ortho to each othlr' \t fu *ther, when two of R 4 R5 

6-membered cyclic structure conta 0 0 to 9 et ^r form a 5- or 

OH, alkyl, alkenyl, alkvnvl 2 heter °atoms; R 9 and R1Q _% °£ 

nitro, nitrile and carboxSl' ^° Ky ' amin °' lower alkyl-substituted 
Pharmaceutical coins ^ h61r P re P n " methods of U e mn °' 

™us n was ve^^t^rS tl^ GnRH a " disclosed 

Evaluation of I f or kT * ormed b V a zinc catalyzed intramr.i V 

f sr isss-' — w tIlcycllc pytrolidine 



J T Human 



IT 



(evaluation of bicvclir ■ 

antagonists by competitive i^M ^ rrol ^e derivs. as GnRH 
cell membranes) P lnhlb ^ 10n of human GnRH receptor in^os i 



Mammary gland, neoplasm 
Prostate gl an d, neoplasm 
Uterus, neoplasm 

i * * 



(inhibitors; novel bicvclic ,nri <- • 

(novel bi cvc 1 i r- =»r^ *- • 
IT Gonadotropin-«leasin„ * ricyclic Pyrrolidine derivs as GnRH _ 

RL: BSU (Biological sH,i° m ° ne rece P fc °r anta 9°nists> 

<— . of; _ blcyclic and tricyciic _ o j dine 
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derivs. as GnRH antagonists) 
IT Puberty 

(precocious puberty; novel bicyclic and tricyclic pyrrolidine derivs. 
as GnRH antagonists) 
IT Antitumor agents 

(sex hormone dependent cancer; novel bicyclic and tricyclic pyrrolidine 
derivs. as GnRH antagonists) 
IT 2539-53-9P, Benzaldehyde, 4-ethoxy-3-hydroxy- 5447-02-9P, Benzaldehyde, 
3, 4-bis (phenylmethoxy) - 5703-23-1P, Benzeneacetaldehyde, 
3-hydroxy-4-methoxy- 50602-41- OP, Benzeneethanol, 3-hydroxy-4-methoxy- 
613 15- 8 7 -5P, Benzaldehyde, 3-hydroxy-4-propoxy- 664 8 8-7 8 -6P, 
Benzaldehyde, 4-butoxy-3-hydroxy- 397874-4 0-7 P, Alanine, 
N- [ (1, 1-dimethylethoxy) carbonyl] -3- [ [ (2-nitrophenyl) sulfonyl] amino] - 
397874-41-8P, Alanine, N- [( 1 , 1-dimethylethoxy ) carbonyl ] -3- [[ (2- 
nitrophenyl) sulfonyl] amino] -, methyl ester 397874-42-9P, Alanine, 
3- [ [ (2-nitrophenyl) sulfonyl] -2-propenylamino] -, methyl ester 
397874-43-0P, Pyrrolo [ 3, 4-b] pyrrole-6a ( 1H) -carboxylic acid, 
2- [4- (dimethylamino) -1-naphthalenyl] hexahydro-5- [ ( 3-nitrophenyl ) sulfonyl] - 
, methyl ester, (2R, 3aR, 6aR) -rel- 397874-44-1P, 1H- 
Pyrrolo [ 3 ' , 4 1 : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) -dione, 

5- [4- (dimethylamino) -1-naphthalenyl] hexahydro-2- [2- (4-morpholinyl) ethyl] -8- 
[ (3-nitrophenyl) sulfonyl] -, (5R, 6aR, 9aR) -rel- 397874-45-2P, 
IH-Pyrrolo [3 1 , 4 ' : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) -dione, 
5- [4- (dimethylamino) -1-naphthalenyl] hexahydro-2- [2- ( 4-morpholinyl ) ethyl] -, 
(5R, 6aR, 9aR) -rel- 397874-46-3P, Pyrrolo [ 3, 4-b] pyrrole-6a ( 1H) -carboxylic 
acid, 2- (4-azido-l-naphthalenyl) hexahydro-5- [ (3-nitrophenyl) sulfonyl] -, 
methyl ester, (2R, 3aR, 6aR) -rel- 397874-47-4P, 1H- 
Pyrrolo [3 ' , 4 1 : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) -dione, 

5- (4-azido-l-naphthalenyl) hexahydro-2- [2- (4-morpholinyl) ethyl] -8- [ (3- 

nitrophenyl) sulfonyl] -, (5R, 6aR, 9aR) -rel- 397874-48-5P, 

IH-Pyrrolo [3 1 , 4 1 : 2 , 3] pyrrolo [ 1 , 2-c] imidazole-1, 3 (2H) -dione, 

5- (4-azido-l-naphthalenyl) hexahydro-2- [2- (4-morpholinyl) ethyl] -, 

( 5R, 6aR, 9aR) -rel- 397874-49-6P, IH-Pyrrolo [ 3 1 , 4 1 : 2, 3] pyrrolo [1,2- 

c] imidazole-1, 3 (2H) -dione, 5- ( 4-azido-l-naphthalenyl ) hexahydro-8- [ (3- 

hydroxy-4-methoxyphenyl) methyl] -2- [2- (4-morpholinyl) ethyl] -, 

(5R, 6aR, 9aR) -rel- 397874-50-9P, IH-Pyrrolo [ 3 1 , 4 ' : 2 , 3] pyrrolo [ 1, 2- 

c] imidazole-1, 3 (2H) -dione, 5- [4- (dimethylamino) -1-naphthalenyl] hexahydro-8- 

[ (4-methoxy-3-nitrophenyl) methyl] -2- [2- (4-morpholinyl ) ethyl] -, 

(5R, 6aR, 9aR)-rel- 397874-51-0P, IH-Pyrrolo [ 3 ' , 4 » : 2 , 3] pyrrolo [ 1,2- 

c] imidazole-1, 3 (2H) -dione, 8- [ [3, 4-bis (phenylmethoxy) phenyl] methyl] -5- [ 4- 

( dimethylamino) -1-naphthalenyl] hexahydro-2- [2- ( 4-morpholinyl ) ethyl] -, 

(5R, 6aR, 9aR) -rel- 397874-52-1P, IH-Pyrrolo [ 3 1 , 4 1 : 2 , 3] pyrrolo [ 1, 2- 

c] imidazole-1, 3 (2H) -dione, 5- [4- (dimethylamino) -1-naphthalenyl ] hexahydro-2- 

[2- (4-morpholinyl) ethyl] -8- [ [4-nitro-3- (phenylmethoxy) phenyl] methyl] - , 

(5R, 6aR, 9aR) -rel- 397874-53-2P, Pyrrolo [ 3, 4-b] pyrrole-6a ( 1H) -carboxylic 

acid, hexahydro-5- [ (3-nitrophenyl) sulfonyl] -2- (4-quinolinyl) -, methyl 

ester, (2R, 3aR, 6aR) -rel- 397874-54-3P, Pyrrolo [3, 4-b] pyrrole- 6a ( 1H) - 

carboxylic acid, hexahydro-1- [2- (4-morpholinyl) ethyl] -5- [ (3- 

nitrophenyl) sulfonyl] -2- (4-quinolinyl)-, methyl ester, (2R, 3aR, 6aR) -rel- 

397874-55-4P, Pyrrolo [ 3, 4-b] pyrrole-6a ( 1H) -carboxylic acid, 

hexahydro-1- [2- ( 4-morpholinyl ) ethyl] -2- (4-quinolinyl) -, methyl ester, 

(2R, 3aR, 6aR) -rel- 397874-56-5P, Pyrrolo [3, 4-b] pyrrole-6a ( 1H) -carboxylic 

acid, hexahydro-2- (4-isoquinolinyl) -5- [ (3-nitrophenyl) sulfonyl] -, methyl 

ester, (2R, 3aR, 6aR) -rel- 397874-57-6P, Pyrrolo [3, 4-b] pyrrole-6a ( 1H) - 

carboxylic acid, hexahydro-2- (4-isoquinolinyl) -1- [2- (4-morpholinyl) ethyl] - 

5- [ (3-nitrophenyl) sulfonyl]-, methyl ester, (2R, 3aR, 6aR) -rel- 

397874-58-7P, Pyrrolo [ 3, 4-b] pyrrole-6a ( 1H) -carboxylic acid, 

hexahydro-2- (4-isoquinolinyl) -1- [2- ( 4-morpholinyl ) ethyl] -, methyl ester, 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 10/1/03 



(2R, 3aR, 6aR)-rel- 

(LctLt^rr^tr" <SynthetiC P^«tio»>, PREP (Preparation,; RACT 
antagonists^ biCyCliC * nd pyrrolidine derivs. as GnRH 

" loTll'l' J-f^^yi^^enzaldehyde 100-74-3, N-Ethylmorpholine 

106-31-0, Butyric anhydride 107-08-4, 1-Iodopropane 107-18-6, Allvlic 
alcohol, reactions 108-24-7, Acetic anhydride 121-32-4 Y 

^°K Y ^" hy u r ° Xy ^ nZaldehyde 123 - 6 2"6, Propionic anhydride 139-85-5 
407125 S ?H^ nZaldehyde , 140 - 31 - 8 ' 4-(2-A m inoethyl)piperazine 
111 7 J2lI rlf l u ° r ° acetl <= anhydride 542-69-8, 1-Iodobutane 621-59-0, 
3 hvninv y f' 3-hydroxy-4-methoxy- 1131-94-8, Benzeneacetic acid, 
im-SiT VE 1694 ; 92 - 4 ' 2-Nitrobenzenesulfonyl chloride 

^ 8 " ! l-Naphthalenecarboxaldehyde, 4- (dimethylamino) - 2038-03-1 

method- 2975 a ?rr e R ^hIV' Benzaldeh y d *' 2-bromo-5-hydroxy-4-' 
^363-93-3 fo,Hno7f' Ben2alde ^e, 2, 3-dibromo-4-hydroxy-5-methoxy- 
4JbJ 9j 3, 4-Qumoline carboxaldehyde 13258-63-4 4- (2- 

Aminoethyljpyridine 13669-42-6, Quinoline-3-carboxaldehyde 31680-08-7 

286i8°9r7 B tr ° b iH Z , aldehyde 123316 "85-8, 4-Azido-l-naphthaldehyde ' 
128618-91-7, Benzaldehyde, 4-nitro-3- (phenylmethoxy) - 159002-16-1 
Alanine, N- [ (1, 1-dimethylethoxy) carbonyl] -3- [ [ ( 9H-f luoren-9- ' 
ylmethoxy, carbonyl] amino] - 

RL: RCT (Reactant); RACT (Reactant or reagent, 
IT 39787^ RP^p and ^ycllc Pyrrolidine derivs. as GnRH antagonists) 
8 nl 1 a 1H ;Py rrolo I 3 '' 4 ' : 2,3]pyrrolo[l,2-c]imidazole-l,3(2H,- a ione 
~ III T n0 : 4 : met ^ OX yP hen y 1 ) meth ylJ-5-t4-(dimethylamino,-l- ' 
3^7 J- 32 T h ^ a 5 ydr °: 2 :i2- (4 - raor P hol ^yl)ethyl]-, (5R,6aR,9aR,-rel- 
8- f fl \ILI ^ , I [ J ' 4 " 2 ' 3] Py rrol ° t 1 ' 2-c] imidazole-1, 3 (2H, -dione 

L hS nh <P hen y lme thoxy) Phenyl] methyl] -5- [4- (dimethylamino) _i_ dl ° ne ' 
39^74 ITU tn a 5 y dro : 2 T[2-( 4 - mor Pholinyl,ethyl]-, ( 5R, 6aR, 9aR -rel- 
df onl I r ,/ 1H " P y"° l0 t 3 ' ' 4 ' : 2, 3] pyrrolo [ 1, 2-c] imidazole-i, 3 (2H) - 
naohth J~ [ (4 7 amin °i" hydrOXyphen y 1)raeth y 1J -5- [4- (dimethylamino -l- 
RL^ PAC ^Pharmacol 1 ? _ [2- (4-morpholinyl) ethyl] -, ( 5R^6aR, 9aR, -rel- 
RL PAC Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study? S 
(Preparation); RACT (Reactant or reagent); USES juses, 

GnRH rg a e ; t a C g^i;r S r Vel *** Py"° lidi - ^iv. . as 

IT 397874-11-2P ^ ^Pyrrolo [3 4 2, 3] pyrrolo [1, 2-c] imidazole-1, 3 (2H, -dione 
5- [4- (dimethylamino, -l-naphthalenyl]hexahydro-8-[(3-hydroxy-4- 

l tV.Z ll\ 1H : P y rrolo t 3 *' 4, =2,3]pyrrolotl,2-c]imidazole-l,3 2m -dione 
5- [4- (dimethylamino, -1-naphthalenyl] -8- [(3-ethoxv-4- A ' J ^ H > dlone ' 

5- f d (rH mlt-h' i 7 r ° ' ' ' : 2/ 3 J pyrrolo (1, 2-c] imidazole-1, 3 (2H) -dione 
IH-Pyrrolo [3 ' , 4 • : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H, -dione, 
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5- [ 4- (dimethylamino) -1-naphthalenyl] hexahydro-8- [ (3-hydroxv-4- 

«S^ y ?5 e ^ 1, 7 ethy11 " 2_ [Z ~ U-PiP^MinyD ethyl]-, (5R, 6aR, 9aR) -rel- 

f 7 :f" ' . IH-Pyrrolo [3 • , 4 • : 2, 3] pyrrole [ 1, 2-c] imidazole-1, 3 2H) -dione, 

5- [4- (dimethylamino) -1-naphthalenyl] hexahydro-8- [ (3-hydroxv-4- 
?9?574 i T5 e n^ 1,I T» t i yl] "?~ [2- ( 4 -Py^dinyl) ethyl] -, (5R, 6aR, 9aR) -rel- 

9 ? - 19 " ' , 1H : p y"°l° [3 ' , 4 ' :2, 3]pyrrolo [1, 2-c] imidazole-1, 3 (2H) -dione, 
5- [4- (dimethylamino) -1-naphthalenyl] hexahydro-8- [ (3-hydroxv-4- 
??S?? Y ?n e « 1) ^ e l Yl] ~ 2 ~ f 2 - < 4 - mor Pholinyl) ethyl] -, ( 5 R, 6aR^ 9aR) -rel- 
397874-20-3P , l^Pyrrolo [3 • , 4 • : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 2H)-dione, 
5- [4- (dimethylamino) -1-naphthalenyl ] hexahydro-8- [2- (3-hydroxv-4- 
39^7 4^ S ^ 1) f^ hylJ " 2 7 t 2 - (4-morpholinyl) ethyl] - , (5R, 6aR, 9aR) -rel- 
l il iZ V 1H :!rf° 10[3, ' 4,:2 ' 31pyrrolo[1 '2-c]imidazoi;-l,3(2H)-dione, 
5- 4-amino-l-naphthalenyl) hexahydro-8- [(3-hydroxy-4-methoxyphenyl mechy! - 
2-[2-(4-morpholinyl)ethyl]-, ( 5R, 6aR, 9aR) -rel- 397874-22-5P y±,meCnyAJ 

c H 7! y " 0l ° [3 ' ' 4 ' =2, 3] pyrrolo [1, 2-c] imidazole-1, 3 (2H) -dione, ' 
o- [4- (dimethylamino) -1-naphthalenyl] -8- f (4-ethoxy-3- 
hydroxyphenyl ) methyl ] hexahydro-2- [ 2- (4-morpholinyl ) ethyl ] - . 
(5R,6aR,9aR)-rel- 397874-23-6P, lH-Pyrrolo[3 ' , 4 ' :2, 3]pyrrolo[l 2- 
c imidazole-l,3(2H)-dione, 5- [4- (dimethylamino) -1-naphthalenyl h^ahydro-S- 
ir^ Y ^ y ~ 4 ~ PrOP ° Xyphenyl)raethyl] -2-[2-(4-mor P holinyl)ethyI]- eXahydr ° 
(5R,6aR,9aR)-rel- 397874-24-7P, IH-Pyrrolo [ 3 • ,4 ■ : 2, I] pyrrolo [ i 2- 
c] imidazole-1, 3 (2H) -dione, 8- [ <4-butoxy-3-hydroxyphenyi?methyi -5- [4- 
SR m f p Y i a ^ n0) ^-^Phthalenyl] hexahydro-2- [2- (4-morpholinyl) ethyl -, 
5R,6aR,9aR)-rel- 397874-26-9P, Acetamide, N- [5- [ [ (5R, 6aR 9aR)-5-r4- 
dfoxf ? ylamin °i "1-naphthalenyl] hexahydro-2-'[2- (1-morphoiinyi f ethyl] -1,3- 
dioxo-lH-pyrrolo [3 • 4 ■ : 2, 3] pyrrolo [1, 2-c] imidazol-8 ( 9H) -yl] methylJ-2- 
methoxyphenyl]- rel- 397874-27-0P, Acetamide, N- [5- [ [(5R, SaR^aR) -5- [4- 
(dimethylamino -1-naphthalenyl] hexahydro-2- [2- (4-morpholinyi ) ethyl?- 1 3- 
dioxo-lH-pyrrolo [3 ■ , 4 ■ : 2, 3] pyrrolo [ 1, 2-c] imidazol-8 (9H) -ylfmethyi] -2- 

L \ \ • ; f : f 1 " f 4 " ( dlmet hylamino) -1-naphthalenyl] hexahydro-2- r2-(4- 

N-t5-rnirSR JlmT r! Xy S heny u 1_ ' rel_ 397874-29-2P, Butanamide, 

ls , [ [ (5R,6aR,9aR) -5- [4- (dimethylamino) -1-naphthalenvl 1 hexahvd™-?! r 9 fa 

N-?o-[[(5R 6aR JaRn ^X^S 1 ? ^7 397874 -30-5P, Propanamide, 

« io L I IOK, ban, 9aR) -5- [4- (dimethylamino -1-naphthalenvll hexahvH™-? r? // 

nSf°iS£i:S? i r i ^; dl0 T 1H - pyrr010 13 ' ' 4 ' = 2, 3?pyr^lo U^-cUmida 
8(9H)-yl]methyl]-2-methoxyphenyl]-, rel- 397874-31-6P 

8 nV ri°i 3 J 4 ' : 2 - 3] Pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) -dione, 

[ u : 4 7 dlh y dro xyphenyl) methyl] -5- [4- (dimethylamino) -1- 
^75 a 34 n 9p ] h ?H a i ydr °T 2 ;i 2 " < 4 - mor Pholinyl) ethyl] -, (5R, 6aR, 9aR, -rel- 

9 f" 3 " J J H - Pyr f 0 l°[ 3, ' 4,: 2,3]pyrrolo[l,2-c]imidazol e -l,3(2H)-dione 
Lllt^l - 3 - h y dr ^yPhenyl]methyl] -5- [4- (dimethylamino -1- 

39?5 7 i 35 n S ] r^ ydr r 2 " t2 7 ' 4 - mor P^inyl) ethyl] -, ( 5 R, 6aR, 9aR?-iel- 
lli 3 f ' Acetamide ' N- [ 4- [ [ (5R, 6aR, 9aR) -5- [4- (dimethylamino) -1- 

pyrrolo[3 ,4 : 2, 3]pyrrolo [ 1, 2-c] imidazol-8 (9H) -yl]methvll -2- 
(phenylmethoxy)phenyl]-, rel- 397874-36-1P, Methanesulronamide, 

morpholinvi feth!lf ' ^ [ h " (d± "? t hylamino > "1-naphthalenyl] hexahydro-2- [2- (4- 
morpnolmyl ) ethyl] -1, 3-dioxo-lH-pyrrolo T3 1 4»-2 ^lnvrm^ri o ~i • 

8 (9H, -yljmethyl] -2- (phenylmethoxyfphenyl?-,' rell 3 ^9^4-37-2^ 20l_ 

^nLT? 6 ' ^ 4 -ft'5R,6aR,9aR) -5- [4- (dimethylamino, -1- ' 

pyrrSot^^ f ?~ ( 4 - mor P hol inyD ^hyl] -1, 3-dioxo-lH- 

pyrrolo[3 4 : 2, 3] pyrrolo [ 1, 2-c] imidazol-8 ( 9H) -yl] methyl] -2- 

(phenylmethoxy)phenyl]-2,2,2-trifluoro-, rel- 397874-38-3P 
nexaKdroT \ \\ 'l 2 '*^?** i^zole-l, 3 (2H -dione ' 

hexahydro-8-[(3-hydroxy-4-methoxyphenyl)methyl]-2-t2-(4-mo; p holinyl) e thyl]- 
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5- (4-quinolinyl) -, (5R f 6aR, 9aR) -rel- 397874-39-4P, 1H- 
Pyrrolo [3 1 , 4 ' : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) -dione, 
hexahydro-8- [ (3-hydroxy-4-methoxyphenyl) methyl] -5- ( 4-isoquinolinyl ) -2 
(4-morpholinyl) ethyl]-, (5R, 6aR, 9aR)-rel- 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 



(target compd. ; novel bicyclic and tricyclic pyrrolidine derivs . a 
GnRH antagonists) 



IT 397874-33-8P, lH-Pyrrolo [3' r 4» : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) - 
dione, 8- [ (4-amino-3-hydroxyphenyl) methyl] -5- [4- ( dimet hyl amino ) -1- 
naphthalenyl] hexahydro-2- [2- ( 4-morpholinyl ) ethyl] (5R f 6aR, 9aR) -rel- 
RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(target compd.; novel bicyclic and tricyclic pyrrolidine derivs. a 
GnRH antagonists) 
RN 397874-33-8 HCAPLUS 

CN IH-Pyrrolo [3 1 , 4 ' : 2, 3] pyrrolo [ 1, 2-c] imidazole-1, 3 (2H) -dione f 

8- [ (4-arru.no-3-hydroxyphenyl) methyl] -5- [4- (dimethyl amino) -1- 

naphthalenyl] hexahydro-2- [2- (4-morpholinyl) ethyl] (5R, 6aR, 9aR) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 



(Uses) 



PAGE 1-A 



OH 




O 




PAGE 2 -A 



NMe2 
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L13 

AN 

DN 

TI 

IN 

PA 
SO 

DT 
LA 
IC 

CC 

FAN. 

PI 



s: 4 ls ius copymght 2003 *• - «™ 

136:167362 

^laxo Group Linated, UK 

PCT Int. Appl., lis pp. 

CODEN: PIXXD2 

Patent 

English 

ICM A61K031-535 

J?o A61K043-60; C07D211-78; C07D413-00 

JKiiTiSSKkS (s^i (M ? 3 re Than 0ne Hetero Atom > ' 

CNT 3 

PAT_ENT_NO._____ KIND DATE APPLICATION NO. DATE 



PRAI 



OS 
GI 



WO 2002011732 
WO 2002011732 
W: AE, AG, 
CO, CR, 
HR, HU, 
LT, LU, 
RU, SD, 
YU, ZA, 
RW: GH, GM, 
DE, DK, 
BJ, CF, 
US 2002065309 
AU 2001081067 
US 2000-633025 
US 2001-860810 
US 1999-147233P 
WO 2001-US24506 
MARPAT 136:1673 



Al 
CI 
AL, AM, 
CU, CZ, 
ID, IL, 
LV, MA, 
SE, SG, 
ZW, AM, 
KE, LS, 
ES, FI, 
CG, CI, 
Al 
A5 
A 
A 
P 
W 

62 



20020214 
20020620 
AT, AU, 



WO 2001-US24506 20010803 



DE, 

IN, 

MD, 

SI, 

AZ, 

MW, 

FR, 

CM, 



DK, 

IS, 

MG, 

SK, 

BY, 

MZ, 

GB, 

GA, 



20020530 
20020218 
20000804 
20010518 
19990804 
20010803 



AZ, 

DM, 

JP, 

MK, 

SL, 

KG, 

SD, 

GR, 

GN, 



BA, BB, BG, 
DZ, EE, ES, 
KE, KG, KP, 
MN, MW, MX, 
TJ, TM, TR, 
KZ, MD, RU, 
SL, SZ, TZ, 
IE, IT, LU, 
GQ, GW, ML, 
US 2001-8 
AU 2001-8 



BR, BY, 
FI, GB, 
KR, KZ, 
MZ, NO, 
TT, TZ, 
TJ, TM 
UG, ZW, 
MC, NL, 
MR, NE, 
60810 
1067 



BZ, CA, 
GD, GE, 
LC, LK, 
NZ, PL, 
UA, UG, 



AT, BE, 
PT, SE, 
SN, TD, 
20010518 
20010803 



CH, CN, 

GH, GM, 

LR, LS, 

PT, RO, 

UZ, VN, 

CH, CY, 

TR, BF, 
TG 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY mTT „ 

^ iUK DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

Ire'LSS ^J" innT nd ? ntly 1±nking *- », q 

bond, wherein, when c = single bond ? ^ i° H,b ' C ±S an optional single 
a and b are both 1; Q = "SV^Vc^ ^dV' ^ ' ±S 
(un) substituted hvdrocarbvi n-h*> . ,.' and R2 are either 

linked to form a 5- or %L°' ^ ffe ff nt ' ' or Rl and R2 are 

(selected from N, O and R3 - ™ ? 0p * lonall y c °*tg. 1-3 heteroatoms 

fused or linked/ wherein 'or m ; r e y of ?hf rUCtUre °£ 1-3 r±ngS that be 
heterocyclic; R4, R5, R 6/ r? and R8 Lt *. ln 3 s ™Y*>e "on,, and/or 
halo, OH, alkyl, alkenyl alkoxy etc anT^t^ S u Slect ^ ««» H, 
R6, R7 and R8 are ortho to each ot £V ' fur ther, when two of R4, R5, 
6-membered cyclic structure conta 0 9 t ? *** to 9 ethe * f °™ * 5- or 
OH, alkyl, alkenyl, alkynyT L 1 R9 and R1 ° = H ' halo, 

ynyi, alkoxy, amino, lower alkyl-substituted amino, 
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nitro, nitrile and carboxyl], their prepn., methods of use and 
pharmaceutical compns . as antagonists of the GnRH receptor are disclosed 
Thus, II was prepd. in seven steps in 25% overall yield from resin bound' 
. alpha. -BOO. beta. -FMOC-diaminopropionic acid with the bicyclic 
pyrrolidine core being formed by a zinc catalyzed intramol. cyclization. 

™ Uat t° n ° f 1 f ° r bindin S inhibition of human GnRH receptors provided 
IC50 values ranging from 35-1500 nM. 

ST £ y ^ 0li ? ine P ol y c y clic P re P n Gn RH antagonist; bicyclic pyrrolidine prepn 

GnRH antagomst; GnRH receptor binding inhibition tricyclic pyrrolidine 
IT Uterus, disease 

(endometriosis, treatment of; novel bicyclic and tricyclic pyrrolidine 
derivs. as GnRH antagonists) 
IT Human 

(evaluation of bicyclic and tricyclic pyrrolidine derivs. as GnRH 
antagonists by competitive inhibition of human GnRH receptor in COS-1 
cell membranes) 
IT Uterus, neoplasm 

(inhibitors, treatment of; novel bicyclic and tricyclic pyrrolidine 
derivs. as GnRH antagonists) 
IT Antitumor agents 

(mammary gland, treatment of; novel bicyclic and tricyclic pyrrolidine 
derivs. as GnRH antagonists) 
IT Mammary gland 
Prostate gland- 

(neoplasm, inhibitors, treatment of; novel bicyclic and tricyclic 
pyrrolidine derivs. as GnRH antagonists) 
IT Contraceptives 

IT m.lTr 1 biCyC ^ iG and tric ydic pyrrolidine derivs. as GnRH antagonists) 
IT Gonadotropin-releasing hormone receptor 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
IT OvaryntseisT 1 " triCyClic Pyrrolidine derivs. as GnRH antagonists) 

of; novel bicyclic and tricyclic pyrrolidine 
derivs. as GnRH antagonists) 
IT Puberty 

(precocious puberty; novel bicyclic and tricyclic pyrrolidine derivs. 
as GnRH antagonists) 
IT Antitumor agents 

IT Antitumor agents 

".rro^ p t:ttT^"tr ! novel bicyclic and tricyciic 

IT Antitumor agents 

if SK'-SSX.?* novel bicyclic and tricyclic ^" olidine *«iv.. 

IT 2539-53-9P 5447-02-9P 5703-23-1P 50602-41-OP 61315-87-5P 

66488-78-6P 397874-40-7P 397874-41-8P 397874-42-9P 397^4-43-OP 
397874-44-1P 397874-45-2P 397874-46-3P 397874-47-4P 397874 48 SP 
397874-49-6P 397874-50-9P 397874-51-0P 397874-52-" llllltATtl 
397874-54-3P 397874-55-4P 397874-56-5P 397874-57-6P 397874-5^7P 

^eact^ R :r^; t r N <SYnthetiC ™* i^^u 8 ^ 

antagonists^'' biCyCliC 3nd tric y c li<= pyrrolidine derivs. as GnRH 

IT fS2"5?"J' ^^thy^^nzaldehyde 100-74-3, N-Ethylmorpholine 

106-31-0, Butyric anhydride 107-08-4, 1-Iodopropane 107-18-6, Allvlic 
alcohol, reactions 108-24-7, Acetic anhydride 121-32-4 
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^ y ^~ hy K r ° Xy ^ nZaldehyde 123 - 6 2-6, Propionic anhydride 139-85-5 
407"^ J T^^ n2aldehyde 140 " 31 - 8 ' 4-(2-Aminoethyl,piperazine 

2 ;°' Tr ]llTl° aC A et o C anhydride 542-69-8, l-lodobutane 621-59-0 
III* It , a m ~k 7 ' 2 - Nltr °benzenesulfonyl chloride 1971-81-9 
2038-03-1, 4-Morpholmeethanamine 2973-59-3 2973-75-3 4363-93-T 

t^Q^^f n arb °f aldehyde 132 58-63-4, 4-(2-Aminoethyl)pyridine 
13669-42-6, Qumoline-3-carboxaldehyde 31680-08-7, 4-Methoxv-3- 

^gO^-;"^ 6 ^ 6 123316 " 85 - 8 ' 4-Azido-l-naphthaldehyde 128618-91-7 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(novel bicyclic and tricyclic pyrrolidine derivs a* mpw = • , 
IT 397874-25-8P 397874-32-7P 397874-33-8P derlvs ' as antagonists) 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

G^^ta^Lr" 1 biCyCliC and triCyCllC ^" olidi - ^rivs. as 
" ^" 4 " 11_2P 3 "874-12-3P 397874-13-4P 397874-14-5P 397874 fiP 

~- JJ?J,'i:S:S S?i?j:^s f 

397874-27-0P 397874-28-1P 397874-29-2P 397874-30-5P 397874 ^"^ 
llllltltll 39 ™*-**"* 397874-36-1P 397874 4 -37 0 -2P llllltlttl 

PAC <P harrnac °l°gical activity); SPN (Synthetic preparation)- THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation) ; USES 

Gn^ta^oSrs) 0 " 1 d " ivs ' « 

RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

(1) Goulet; US 5756507 A 1998 HCAPLUS 

\\\ p^ 9 ' V ^ of u Abstrac ts, 216th ACS Nat'l Mtg, CAPLUS 1998-530632 1998 

(3) Peng, G; J Org Chem 1999, V64, P8342 HCAPLUS x»»».W0b32 1998 

IT 397874-33-8P 

prepaiation)-^ 1 ^^ 91 aC ! ivity) ' RCT (Reactant), SPN (Synthetic 
preparation) , THU (Therapeutic use) ; BIOL (Biological studv) • PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

Gn^ 9 a e nta C g°onisrsr Vel ^rivs . as 

RN 397874-33-8 HCAPLUS 

lllll^ 7?7 7 d ^P he "yD methyl] -5- [4- (dimethylamino) -1- 

naphthalenyl]hexahydro-2-[2-(4-morpholinyl)ethvll- f5R fi,u Q a p* i 
(9CI) (CA INDEX NAME) Y ' yi J ' < 5R ' 6a R, 9aR) -rel- 

Relative stereochemistry. 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 



10/1/03 



Page 33 



PAGE 1-A 




NH 2 



PAGE 2 -A 



NMe2 



LI 3 

AN 

DN 

TI 

IN 

PA 
SO 

DT 
LA 
IC 
CC 

FAN. 



PI 



ANSWER 8 OF 4 0 HCAPLUS COPYRIGHT 2 003 ACS on STN 
2001:886032 HCAPLUS 
136: 19932 

Preparation of dianilino squarates as IL-8 receptor antagonists 

Smithkline Beecham Corporation, USA 

PCT Int. Appl., 36 pp. 

CODEN: PIXXD2 

Patent 

English 

ICM C07C211-00 

Se^ion^^s-^efereSLlrr^r 5 ' C ° ndenSed Ben " n ° ±d CoB * oun * » 

CNT 1 

PATENTNO. KIND DATE APPLICATION NO. DATE 

WO 2001092202 200U2M ^oToll^'sllll's 2 "o010530 

W. AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY BZ CA fH rw 

« hr' 2- S- ? l e - tm' ? M ' DZ - Ec ' ee ' es ' K S: £; 3; S: 

LS' Lt' m' TV X' ' 5 S ' JP ' KE ' KG ' KP ' KR ' KZ ' LC, LK LR 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, 
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RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, 

UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, BF, 

BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

EP 1284956 Al 20030226 EP 2001-944205 20010530 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO, MK, CY, AL, TR 

NO 2002005754 A 20021129 NO 2002-5754 20021129 

PRAI US 2000-207911P P 20000530 

WO 2001-US17678 W 20010530 
OS MARPAT 136:19932 
GI 




AB The title compds. [I; Rl = H, halo, N02, etc.; Y = H, halo, N02, etc.; n = 
1-5; m - 1-4], useful in the treatment of disease states mediated by the 
chemokine, Interleukin-8 (IL-8) , were prepd. Thus, reacting 
3-ethoxy-4- (2-hydroxyanilino) -cyclobut-3-ene-l, 2-dione with 
2,3-dichloroaniline in the presence of DMSO in PhMe afforded I [Rl = H; Y 
- 2,3-C12]. All of the exemplified compds. I showed IC50 from about 45 to 
about <1 .mu.g/mL in the permissive models for IL-8 receptor inhibition. 
Some of exemplified compds. I were also found to be inhibitors of 
Gro-. alpha, binding at about ' the same level. 

ST dianilino squarate prepn interleukin IL8 receptor antagonist; 

cyclobutenedione dianilino prepn interleukin IL8 receptor antagonist; Gro 
alpha chemokine dianilino squarate prepn; melanoma growth stimulating 
activity alpha dianilino squarate prepn 

IT Interleukin 8 receptors 

Melanoma growth-stimulating activity- . alpha . 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(prepn. of dianilino squarates as IL-8 receptor antagonists) 
IT Brain, disease 

t<v ^oi^^^ prepn ' of di anilino squarates as IL-8 receptor antagonists) 
IT 358618-10-7P 358618-12-9P 358618-14-1P 358618-16-3P 378247-94-0P 

378247- 95-1P 378247-96-2P 378247-97-3P 378247-98-4P 378247-99-5P 

378248- 00-1P 378248-01-2P 378248-02-3P 378248-03-4P 378248-04-5P 
378248-05-6P 378248-06-7P 378248-07-8P 378248-08-9P 378248-09-0P 
378248-11-4P 378248-12-5P 378248-13-6P 378248-14-7P 378248-15-8P 
378248-16-9P 378248-17-0P 378248-18-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

c-7 (prepn - of di anilino squarates as IL-8 receptor antagonists) 
IT 87-59-2, 2,3-Dimethylaniline 87-60-5, 3-Chloro-2-methylaniline 
90-04-0, 2-Methoxyaniline 90-41-5, 2-Aminobiphenyl 95-51-2 
2-Chloroaniline 95-53-4, 2-Methylaniline, reactions 578-54-1 
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\ ? S? k? n • 583 ~ 75 - 5 ' 4-Bromo-2-methylaniline 608-27-5 

, -DichloroanUme 615-36-1, 2-Bromoaniline 1821-39-2 

n Py ^ ni1 ^ 6 2688 " 84 - 8 ' 2-Phenoxyaniline 5231-87-8 
3,4-Diethoxy-3-cyclobutene-l,2-dione 6299-67-fi o\ L «-u 

37 9 824 7 8"o-3 2 " Chl — ^^aniline .bsJS^Y' 2 2 82 3 093-"-8 Xyanlline 
RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 2111?2-?J:9? f dlanilino grates as IL-8 receptor antagonists, 

(LctLt^rre a agentr N ^'"^ ' ™* (Preparation,; PACT 

M C 55586-26-r 9 " UaXUe ' 1999:79153 V6(4), P383 HCAPLUS 

RL: RCT (Reactant,; RACT (Reactant or reagent, 

(prepn. of dianilino squarates a<? tt-o r-^^^t-^ 
RN 55586-26-0 HCAPLUS ? IL 8 rece Pt<« antagonists, 

CN Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME, 




L13 

AN 

DN 

TI 

IN 

PA 
SO 

DT 
LA 
IC 

NCL 
CC 

FAN. 



PI 



1£ 'SaST™ COPYRIGHT 2 003 A CS on ST» 
135:107152 

Preparation of N, N 1 -diphenvl ur?^ *q tt q ^ 

CO^:"sx™ CO "- ln -P*» »f »-S. 58,86,044. 

Patent 

English 

ICM A61K031-275 

5"5222oS 255 " 50; C07C335 - 16 ' C07C247-16 

^o^^r^^^T' C ° ndenSed B — id C -P^ds) 

CNT 4 

!-™_ N °;_____ _ KIND DATE APPLICATION NO. DATE . 



US 6262113 
US 5886044 
WO 9729743 



W: 



RW: 



AL, 
KP, 

SI, 
KE, 
IE, 



AM, 
KR, 
SK, 
LS, 
IT, 



Bl 
A 
Al 
AU, BB, 



LK, 
TR, 
MW, 
LU, 



LR, 
TT, 
SD, 
MC, 



20010717 
19990323 
19970821 
BG, BR, 



LT, 
UA, 
SZ, 
NL, 



LV, 
US, 
UG, 
PT, 



US 1998-125279 
US 1996-641990 
WO 1996-US13632 
CA, CN, CZ, EE, GE, HU, 
MD, MG, MK, MN, MX, NO, 
UZ, VN, AM, AZ, BY, KG, 
AT, BE, CH, DE, DK, ES, 
SE, BF, BJ, CF, CG, CI, 



19980814 
19960320 
19960821 
IL, IS, 



NZ, 
KZ, 
FI, 
CM, 



PL, 
MD, 
FR, 
GA, 



JP, 
RO, 
RU, 
GB, 
GN, 



KG, 
SG, 
TJ, 
GR, 
ML, 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



TM 



HARDEE 10/052967 



10/1/03 Page 36 



MR, NE, SN, TD, TG 

US 2002128321 Al 

PRAI US 1996-641990 A2 

WO 1996-US13632 W 

US 1995-390260 B2 

WO 1996-US2260 A 

US 1998-125279 A3 

OS MARPAT 135:107152 

GI 



20020912 
19960320 
19960821 
19950217 
19960216 
19980814 



US 2001-871076 20010531 




ST 
IT 



The title compds. [I; X = O; XI = O S • Rl - h u n 

moieties together may form 0(CH2)sO I \ ' 5 °' N ° 2 ' etc ' ; two R l 

= H, halo, N02, etcj twTv moiftf^ t ™embered unsatd. ring; s = i- 3; 
membered unsatd. ring- „ m - t together may form 0(CH2)sO, 5-6 

mediated disease, vhlrelk thl Jh \ USeful for treating a chemokine 
•alpha, or .beta receptor t "eoT V ^ t0 an ^ 

4-amino-3-hydroxybenzoate wi^h pv, P P ThUS ' react ing Me 
OH; Rl = 4-£o2Merm = 1; Y = „] ^TTT 9 ° % 1 = 0; R = 

an IC50 from about 45 to about < i 1 exemplified compds. I showed 

All of these compds. were also found t'X a ^ nst IL ~ 8 receptor binding 
binding at about the same level inhibitors of Gro-. alpha. 9 

me^oi 6 ^^ gro alpha inhibitor; 

Melanoma growth-stimulating activity- Sha" ^ Phenyl 
(BioL'gica'rst^ 1 StUdY ' UnClaSsifie <^ MSG (Miscellaneous,; BIOL 

inta°gonKs a )- '' ^ ° f N ' N ' "^nyl ureas as IL-8 receptor 
IT Interleukin 8 receptors 

(Blolo^ica'ilSyr 1 > MSG (Miscellaneous,; BIOL 

IT 160^3 r !?9:9? f "i^SHp Ur i?2 S 49? ?T antagonists, 

182499-02-1P 182498-47-1P 182498-79-9P 182498-99- 3P 

RL: BAC (Biological activity or effector «- ^ 

study, unclassified, ; R CT ( e t ™ ?c ?u adverse > ' BSU (Biological 

(Therapeutic use,; BIOL Jr «f« • , ' (Synthetic preparation,; THU 

(Reactant or reagent^ USES ^Uses^ ' **** < p "P»«t±on) ; RACx 

IT 257^5P° f 859i5-4^p yl ^6 9? 6p" 8 ^agonists, 

119838-01-6P 160383-78 8 P 160383 90 4P 929 ? 0 9 " 89 " 8P 1^745-32-lP 

182498-11-9P 182498-15-3P itllol ?£ f! 182498-03-9P 182498-07-3P 

182498-25-5P 182498-26-6P 18? " " 182498-20-0P 182498-22-2P 

182498-32-4P 182498-33-5P i824Q '? "f! 182498-30-2P 182498-31-3P 

182498-40-4P 182498-42-6P J^Jw'f " 18 2498-35-7P 182498-38-0P 

182498-48-2P 182498-50-S 182498 52 «P ^l 498 " 45 " 9 * "2498-46-0P 

182498-57-3P 182498-59-5P llltll-ll OP !?-° P 182498-55-lP 

I82498-66-4P 182498-67-5P llltllttZ 182498 e^P \ll\llTo~-ll 
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182498-71-lP 
182498-76-6P 
182498-82-4P 
182498-87-9P 
182498-92-6P 

182498- 98-2P 

182499- 06-5P 
182499-11-2P 
182499-16-7P 
182499-21-4P 
182499-27-0P 
182499-32-7P 
182499-37-2P 
182499-42-9P 
182499-47-4P 
182499-52-1P 
182499-57-6P 
182499-62-3P 
182499-67-8P 
182499-72-5P 
210358-29-5P 
210358-34-2P 
210358-39-7P 
210358-44-4P 
210358-49-9P 
210358-54-6P 
210358-60-4P 
210358-66-0P 
210358-71-7P 
210358-77-3P 
210358-84-2P 

210358- 97-7P 

210359- 02-7P 
210359-07-2P 
350044-75-6P 



182498-72-2P 
182498-77-7P 
182498-83-5P 
182498-88-0P 

182498- 93-7P 

182499- 00-9P 
182499-07-6P 
182499-12-3P 
182499-17-8P 
182499-22-5P 
182499-28-1P 
182499-33-8P 
182499-38-3P 
182499-43-0P 
182499-48-5P 
182499-53-2P 
182499-58-7P 
182499-63-4P 
182499-68-9P 
182501-57-1P 
210358-30-8P 
210358-35-3P 
210358-40-0P 
210358-45-5P 
210358-50-2P 
210358-55-7P 
210358-61-5P 
210358-67-1P 
210358-72-8P 
210358-78-4P 
210358-86-4P 

210358- 98-8P 

210359- 03-8P 
210359-08-3P 
350044-78-9P 



182498-73-3P 
182498-78-8P 
182498-84-6P 
182498-89-1P 

182498- 94-8P 

182499- 01-0P 
182499-08-7P 
182499-13-4P 
182499-18-9P 
182499-23-6P 
182499-29-2P 
182499-34-9P 
182499-39-4P 
182499-44-lP 
182499-49-6P 
182499-54-3P 
182499-59-8P 
182499-64-5P 
182499-69-0P 
182700-31-8P 
210358-31-9P 
210358-36-4P 
210358-41-1P 
210358-46-6P 
210358-51-3P 
210358-56-8P 
210358-62-6P 
210358-68-2P 
210358-73-9P 
210358-79-5P 
210358-88-6P 

210358- 99-9P 

210359- 04-9P 
222172-42-lP 



182498-74-4P 
182498-80-2P 
182498-85-7P 
182498-90-4P 

182498- 95-9P 

182499- 03-2P 
182499-09-8P 
182499-14-5P 
182499-19-0P 
182499-25-8P 
182499-30-5P 
182499-35-0P 
182499-40-7P . 
182499-45-2P 
182499-50-9P 
182499-55-4P 
182499-60-1P 
182499-65-6P 
182499-70-3P 
210358-24-0P 
210358-32-0P 
210358-37-5P 
210358-42-2P 
210358-47-7P 
210358-52-4P 
210358-57-9P 
210358-63-7P 
210358-69-3P 
210358-74-0P 
210358-80-8P 

210358- 93-3P 

210359- 00-5P 
210359-05-OP 
313688-79-8P 
350044-80-3P 



182498-75-5P 
182498-81-3P 
182498-86-8P 
182498-91-5P 

182498- 97-1P 

182499- 05-4P 
182499-10-lP 
182499-15-6P 
182499-20-3P 
182499-26-9P 
182499-31-6P 
182499-36-1P 
182499-41-8P 
182499-46-3P 
182499-51-0P 
182499-56-5P 
182499-61-2P 
182499-66-7P 
182499-71-4P 
210358-26-2P 
210358-33-1P 
210358-38-6P 
210358-43-3P 
210358-48-8P 
210358-53-5P 
210358-59-lP 
210358-64-8P 
210358-70-6P 
210358-75-1P 
210358-81-9P 

210358- 95-5P 

210359- 01-6P 
210359-06-1P 
313688-80-1P 
350044-81-4P 



RL: BAC (Biological "activitv nl^t^l 9 " 0 * «uu«4-bo-3P 350044-81-4P 
study, unclassified) SP^^Ln^fr ' CX ^ Pt adverse > ' *™ (Biological 
BIOL ,Blo 10g ic al \SL -X 

88-674: ?- oS;„ sifiSS \t\ti- r P h pht f y ; 'r^' 87 - 17 - 2 

o-Phenylenediamine, factions 95^6 'o^ 0 95 ~ 54 ~ 5 ' 

Phenylsulfonyl chloride 9^-17-9 IV^?^ o T° 9 ~ 9 ' 
99-57-0, 5-Nitro-2-hvdroxvaniHn! n t n 4 " Nltro ~^ 2 -phenylenediamine 

103-71-9 Ph-n«i n y drox y anill ne 100-46-9, Benzylamine, reactions 

116- 63-2' lSnn% S °H y r ate '/ eaCti0nS 10 ^40-l/4-Brom ani i 

117- 99-7' ^J?"^^^ acid U7-77-1 
a LZl . - 3-Nitrobenzenesulfonyl chloride 121-60-8 
4-Acetarrudophenylsulfonyl chloride lPl-ftft n o t t . ' 
137-07-5, 2-Aminothiophenol 274-09-5 i S'Sl ^^"^^"t^phenol 
4-Bromo-2-fluoro-6-ni?rophenol 329 Ol' i 3 : B ^ nz ^ loxole 320-76-3, 

2-Amino-5-hydroxybenzoic acid 394-33-2 4-fi„«™% 

400-98-6, 4- A ndno-3-nitrobenzotrifiuorid; loo^tl'TiT^ 1 u 

5 Fluoro-2-mtrophenol 534-85-0, 2-Anilinoaniline 570-23-0 

2- Hydroxy-3-aminobenzoic acid 576-24-9 ? * nf I , ' 

3- Phenylphenol 603-87 you * t ' 2 ' 3 - Dlc hlorophenol 580-51-8, 
4 6— ni rhlnrn 9 -l Z ' 2 " H y drox y-3-nitroaniline 609-89-2 

4,6 Dxchloro-2-nxtrophenol 611-20-1, 2-Cyanophenol 614-60-8 
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618-45-1, 

700-87-8, 2-Methoxyphenyl isocyanate ? 776-04-5 2- ' ^^^ol 
Trifluoromethyl)benzenesulfonyl chloride 837-95-6, 2-Nitro-4- 

Li o r q intluoromethylphenyl isocyanate 1592-00-3 o.R rnmnn L fl , 
llltT.T r 162 ?" 92 - 3 ' 4-Phenoxybenzenesulfonyl chloride' 1 8 9 9- 9 3-0 
224 3 3 9 : 4 9 2 9 : 7 7 ' f^^^onyl chloride 2237-30-lf 3-Cyanoaniline 

4Z-/, 2-Phenoxybenzoic acid ??fi^-i9 -5 o oi ■ in 

4 S B°r C o y r h te i 2374 -° l °' 3 -Hydroxy-4-aL 5 no D ;n;o lo^lSS^T^ 
'S-STa^Th' 2612 : 57 " 9 ' 2, 4-Dichlorophenyl Locyfn^e 
~?£yWli^3^^ 2835-98-5, 2-Hydrox£-4- 

9 rkf^ u n . 11 Ud u ' 4 c yano-2-mtrophenol 3320-83-0 
^-Chlorophenyl isocyanate 33?n-R*;_^ 9 M <*. i_ , 7 ' 
3470-49-3 4091-?fi 3 *f "20 86-3, 2-Nitrophenyl isocyanate 

»$ 4uyi-26-3, Styrylsulfonyl chloride 5395-71 -i 9 v^-v, u 
isocyanate 5417-63-0, 3-Amino-2-hydroxynapnthalene 6272-38 

2- "S ?TH hen01 « 6344 " 59 - 8 < l-Hydroxy-2-Eitrofiuorene 63 9-72-0 
2 Amino-3-hydroxy-6-naphthalenesulfonic acid 13020-57-0 ' 

3- Hydroxybenzophenone 14755-02-3 166?<5-iq q 9 ^ u 
chloride 16744-98-2 ?-Fino-~L 1 ' 2-Thlo P he nesulf onyl 
o dv, 7 . • yo ^' ^-Fluorophenyl isocyanate 17337-13-? 

2- Phenylphenyl isocyanate 17573-99-1 9 iL«-v, ' u ' 

3- Chloro-2-nltrophenol 18493-15-7 is704 5?T • 17802 -02-7, 
chloride 18908-07-1 3 nllhL V , 18704 - 37 - 5 ' 8-Qumolinylsulf onyl 
21286-54-4 L , in ! Xyphe " yl isocyanate 20513-43-3 
23138-55-8 3 , 3 ? 4 -° ilneth ^yPhenylsulfonyl chloride 

^13 8 55 8, 3-Bromophenyl isocyanate 35821-29-5 39234-86-1 

40398 1 01 4" lf )benzenesulfonyl chloride 39262 22-1 ' 

^socyan t ' 'jSSSSTSSSS 'T'T^ 40 ^- 2 ^ 2-Ethylphenyl 
2-^0-4- (ethylsulonyi,p he 3 n °i Ch1 ^^ 

isocyanate 55076-90-9 ? I tmk I ? ' ( Me thylthio) phenyl 

4- a m i Y no-3-hydroxyben oare ' ^Is-oK ^YSS ^ 63435 ~ 16 - 5 ' Met ^ 
69812-29-9, 2-^t^ A ^^5%^^l on U ^ r ^ e oSdr OC L a ?i9 e 26 9 
126;i4-8r 0 rO ~?Tn r °S enO1 99968 - 8 l-7, 3-Iodo-2-nydroxyanriinf 6 " 9 ' 
i825o"o-26~l 2 ' 3 - D ^ hlorothio Phene-5-sulfonyl chloride 14622^62-6 

2 aIV " I rlflU0r0meth0X « ,hen y 1 isocyanate 182500-27-2 

2-Amino-5,6-diphenylphenol 182500-29-4 182500-30-7 

^hydrL^nL^^e" 2 ""^^ 4-Trifiuoro m ethyl-3-fluoro- 
RL: RCT (Reactant, ; PACT (SacUnt ^r 0 ^"^ ^ 

(prepn. of N, N * -diphenvl ureas a* tt a \* 
39Q_Q7_^ D o a • „ ^ 11CI1 >'- L ureas as IL-8 receptor antagonists) 
399 97 3P, 2-Amino-4-fluorophenol 402-17-5P, 2-Nitro-5- 
tnfluoromethylphenol 454-81-9P 9-a m ^~ a I £ , 

4S4-fl9-riD o i ■ )■ . e ' 1 Anu - no ~ 4_ trifluoromethvlDhenol 

454 82-0P, 2-Amino-5-trifluororaethylphenol 527-62-8P eCnyJ - pnenoi 

2-Ammo-4,6-dichlorophenol 1214-44-4P 1548-6? L o M -- , 
trifluoromethylphenol 4291-30-^ 9 ^^ 1548 -f2-5P, 2-Nitro-6- 
2-Amino-5-pheny?phenol 5768-39-8P 2 3 "^-phenylphenol 4363-03-5P, 
7?SG-n^ o a • , , Jy-oP, 2, 3-Methylenedioxvbenzoic aHH 

/^56 03-3P, 2-Amino-l-hydroxyfluorene 14543-4^ ? P ,7 ? 
18062-89-OP, 2-Nitro-5-phenylphen^ 18495^15-3P 7 ^Amxno-4-cyanophenol 
28165-60-8P, 2-Nitro-S fi-H-i^i. u 7 ? 15-3P, 2-Nitro-5-cyanophenol 
o xt * 4- ^ lutro 3 ' o-dichlorophenol 28177-79-9P 

53981-23-0P, 2-Amino-3-fluoropnenol 53981^^ fr^ 6 " 01 
55586-26-0P, 2-Anuno-5-cyanopntol 56962-oteP ^^^oP^ol 

634tn4-\~p Chl °6^ 3-Methoxy-2-thiophenecarboxylic acid 

72534-45-3P 2 tal i f •*? ^^"^^nophenol 68507-91-5P 

87376-34-9p P ' "gSBK tS^JS^SS^M," 9 "^ 8 ^ 8 ^ 7 1-8P 
115023-64-8P, 2- N itro-6-n-pro P ^henol 2P ^ ] 2 5S2%^ 5 ^ 
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hSS^mI J^jSS^e d ^ h 5 ? 51 -\ 3 - 2P ; 2 -Hydroxy-3, 4-dif luoroaniline 
o u? 4f, ^ Aimno-5, 6-dichlorophenol 139729-85-4P 

rS n0 i" 1S ° Pr0Pylphen01 152998-95-3P 153506-06-0p' 
^-Nitro-5-isopropylphenol 182499-74-7P o_ z^*.*. D . , . 

>•«•-»-» llltllllll llllllltll llllltltll 182 " 9 - 85 -" 

2-Anuno-4-bromo-6-fluorophenol 182499-Qn-7P % I • I , 

182499- 91-8P, 2-Nitro-S Jnethv 7 * ^ 8 ^ 499 90 ~ 7P ' 2-Amino-5-ethylphenol 
o .... t c ' ' "- Lcro 3 methyl-6-bromophenol 182499-92-QP 
2-Nitro-5-methyl-6-cyanophenol 182499-93-0P »! nn ^ . . 
cyanophenol 182499-Qd-iP ^ u ^ ! ' -^no-S-methyl-e- 

, C ^ 94 1P , 3-Hydroxy-4-nitrobenzophenone 182499-QS op 

3 Nitro-2-hydroxybenzophenone 182499-96-3P, 3-Amino-2- ' 

182500- 0 9 1 8 -2 5 P P ' 2 lSo: 0 ^3r yl ^.^, D 1824 L 9 I^- 6 ! ' "2500-00-1P 



182500-01-2P 
182500-06-7P 
182500-11-4P 
182500-16-9P 
182500-21-6P 
182700-32-9P 



182500-02-3P 
182500-07-8P 
182500-12-5P 
182500-17-OP 
182500-22-7P 
182700-33-0P 



182500-03-4P 
182500-08-9P 
182500-13-6P 
182500-18-1P 
182500-23-8P 



182500-04-5P 
182500-09-OP 
182500-14-7P 
182500-19-2P 
182500-24-9P 



182500-05-6P 
182500-10-3P 
182500-15-8P 
182500-20-5P 
182500-25-OP 



<R«ctL^:r«a1^tf P " ,Sl,,,th " iC P^P—tl-,, PREP (Preparation,.- ract 

RE.CNT i^^H^ UreaS aS IL ~ 8 receptor antagonists, 

RE ARE " CITED REFERENCES AVAILABLE FOR THIS RECORD 

(1) Adams; US 5447957 1995 HCAPLUS 



(2) Anon 

(3) Anon 

(4) Anon 

(5) Anon 

(6) Anon 

(7) Anon 

(8) Anon 

(9) Anon 

(10) Anon 

(11) Anon 

(12) Anon 

(13) Anon 

(14) Anon 

(15) Anon 

(16) Anon 

(17) Anon 

(18) Anon 

(19) Anon 

(20) Anon 

(21) Anon 

(22) Anon 

(23) Anon 

(24) Anon; WO 9640673 1996 HCAPLUS 

(25) Ayral-Kaloustian; US 5312831 1994 HCAPLUS 
26 Broome; Ind Chem Beige 1967, V32 HCAPLUS 

Ul) Canni; J Med Chem 1990, V33(5) pi « n H r aD Tnc 
(28) Conrow; US 4591604 1986 HCAPLUS ' APLUS 

29) Conrow; US 4608205 1986 HCAPLUS 

30) Craig; Drug Metab Dispos 1989, V17 (3) , P345 hcapttt* 

31 Dieter; US 5384330 1995 HCAPLUS HCAPLUS 

32 Dixon; US. 5470882 1995 HCAPLUS 
(33) Ferrini; US 5384319 1995 HCAPLUS 



EP 467185 1902 HCAPLUS 
GB 1210596 1970 
CH 506240 1971 HCAPLUS 
GB 1281437 1972 HCAPLUS 
GB 1393854 1973 HCAPLUS 
DE 2241470 1973 HCAPLUS 
JP 55098152 1980 HCAPLUS 
CA 1157022 1983 HCAPLUS 
WO 9316992 1983 HCAPLUS 
CA 1166252 1984 HCAPLUS 
JP 60126256 1985 HCAPLUS 
DE 253997 Al 1988 
JP 02009827 1990 
JP 03215848 1992 HCAPLUS 
EP 0541112 1993 HCAPLUS 
EP 0561687 1993 HCAPLUS 
AU 93134950- 1993 
WO 9314146 1993 HCAPLUS 
JP 06313992 1994 HCAPLUS 
WO 9407507 1994 HCAPLUS 
WO 9422807 1994 HCAPLUS 
WO 9610213 1996 HCAPLUS 
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(34) Galabov; US 4048333 1977 HCAPLUS 
35 Gruenke; J Anal Toxicol 1987, Vll(2), P75 hcaptif^ 
(36) Hauptmann; 1988, P816 HCAPLUS HCAPLUS 

( ( 38 7 ! Ses^oxictf A"? S 183601 1988 ' V88 HCAPLUS 

39 SSl^rS^gS l P 5?4 rm „cl^US V46(2) ' HCAPLUS 

40 Holland; US 3856951 1974 HCAPLUS 
J "°^ an ^ ; US 3869553 1975 HCAPLUS 

42 Holland; US 3882230 1975 HCAPLUS 

S22.TJJ ZlsT^Air- V5,2) ' fl " 

4«! " a " chn "' us 5585518 1996 HCAPLUS 
(48) Martin; us 2363074 1944 HCAPLUS 

52 ^?i lenb T ^ m ; US 3689550 1972 HCAPLUS 
52 Shultxs; US 3332981 1967 HCAPLUS 
(53) Sueda; US 5621010 1997 HCAPLUS 

IT PT 558 D^ 6 7 0P ' 2 - Amin °- 5 -cyanophenol 

(Si.Sn^; C ^ t r <SynthetiC W»tian), PREP (Preparation); RACT 

5558&T6 °HCApL" diPhenyl UreaS " IL ~ 8 " Ce Ptor antagonists) 
Benzonitrile, 4-amino-3-hydroxy- (9CI, (CA INDEX NAME, 



RN 
CN 



H2N 




» ™S ! 2c°APLu C f US C0P ™ IG » T 2003 *» - «■ 



DN 135:45963 
TI 



AU 
CS 

SO 

PB 



350-0295, Japan sciences, Josai University, Sakado, Saitama, 

Tetrahedron Letters (2001), 42(12) o« Q 
CODEN : TELEAY; ISSN: 0040-4039 2337 ~ 23 39 

Elsevier Science Ltd. 
DT Journal 

LA English 

S c!splc Be i35°4 5 963 tS «■* Condensed Benzenoid Co„ p „„„ ds) 

M S.^^trsr * C6H6 leads <° 

nrgrarion of the rnano group from the O to the 
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IT Phenols, preparation "^"tron Beckmann; phenolic amine prepn 

RL: SPN (Synthetic preparation); PREP (Preparation) 

^Sr^r tr ^S fl ^SS i 2 ) 1, ^ 0 9rOUP ° f to ar y 

IT Functional groups 

n Beckmann rearrangement 

(intramol. migration of imino group of O-arvl kel-™, mec «- 
under Beckmann condition) Y ketoxxmes to aryl group 

IT Ketoximes 

JU.I RCT (Reactant); BACT (Reactant or reagent) 

IT Amines, preparation 

RL: fnhLo? ynthetiC P re P arafc i°n) ; PREP (Preparation) 

it i3i S« ^^^^"^Lr" 0 group oi — - 

eie^: : iSSISi S 6 ^ 0 . 29127 " 87 - 5 32220 - 2 ^ 

344614- 97-7 ""JJ^S-B 4 4-9-9 ^JffiJ^Sn 5 . 344614 " 96 - 6 
RL: RCT (Reactant); RACT (Reactant or reagent) 34 ^15-01-6 

unL^ r ^1km:nn 9r condit 1 °o f nr in0 ^ ° f ^ to a ^ group 

" ^no 6 phenor 84 ; 7 1 3 P - 62 ! 1 5 ; 85 3 2 ! 52 h 7 - 62 7 8P 574-45-8P 767-00-OP, 

28165-50^ BSwJImSp P S5;3"^ 1 109 S?S 8 « 5 ;f "543-43-2P 
211172-52-OP 344615-0P-7P XaaLI «, 10981 °-25-5P 

344615- 06-1P 344765-Sl-,P 344615 -° 3 " 8P 344615-04-9P 344615-05-OP 
^^nLaS^^ ? reparati <> n > ' (Preparation) 

unL\ r ^1 km ^ r cond°?tio f n) rain0 ° f ^ to a ^ .roup 

RE.CNT 12 THERE ARE 12 CITED REFERENCES AVAILABLE FOR THIS RECORD 

(1) Akiyama, T; Synlett 1996, P1095 HCAPLUS 
2 Alam, N; J Org Chem 1988, V53, P1496 HCAPLUS 

4 ctTT*' A '' J ChSm SOC Chem Coznmun 198? PL ? S 17 HCAPLUS 

4 Castellmo, A; J Org Chem 1984, V49 P1348 HraPTnT 

5 Craig, D; Comprehensive Organic Synches" 1 9 91 ^ p««o 

7 olXl I*'',, Synlett 19 "' P3 21 HCAPLUS ^ ' ^ 

[/) Gawley, R; Org Reac 1988, P351 

H\ mytlltl' E • I ^ g 19 "' V64 ' P2558 HC APLUS 

(10) Mooradian Tetrah°H Tr9nS 2 1998 ' P7 HCAPLUS 

(ID Robinson^B^T^ ScheTlndo? 1967 ' P2867 HCAPLUS 

RL: (inLiS thetiC P re P arati -)'- PREP (Preparation) 

und^\ r ^ to rnn g "ondit 1 °onf min0 gr ° UP ° f to aryl gr0 up 

RN 55586-26-0 HCAPLUS 

CN Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME, 
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134:212695 

SSSgSS"^:^ 1 ' 1 ^ ^tor-linker-pharmacophore and methods of 

Brenner, Sydney; Goelet, Philip; stackhouse, Jos eph; Millward, Steven W. 

PCT Int. Appl., 196'pp. 
CODEN: PIXXD2 
Patent 
English 

I CM A61K047-48 
63-5 (Pharmaceuticals) 

Section cross-reference (s ) : 28 
FAN.CNT 1 

PATENT NO. KIND DATF 

____ ^ APPLICATION NO. DATE 



DN 
TI 

IN 
PA 
SO 

DT 
LA 
IC 
CC 



PI 



WO 2001013958 
WO 2001013958 



W: 



RW: 



AE, 
CR, 
HU, 
LU, 
SD, 
ZA, 
GH, 
DE, 
CF 

EP 1212096' 
R: AT, 
IE, 

JP 2003507439 
PRAI US 1999-150765P 
US 1999-150894P 
US 2000-184411P 
US 2000-184412P 
WO 2000-US23593 



AG, 
CU, 
ID, 
LV, 
SE, 

zw, 

GM, 
DK, 
CG, 

BE, 
SI, 



A2 20010301 
A3 20020131 
AL, AM, AT, AU, 



WO 2000-US23593 20000828 



CZ, DE, DK, 
IL, IN, IS, 
MA/ MD, MG, 
SG, SI, SK, 
AM, AZ, BY, 
KE, LS, MW, 
ES, FI, FR, 
CI, CM, GA, 

A2 20020612 
CH, DE, DK, ES, 
LT, LV, FI, RO, 



DM, 
JP, 
MK, 
SL, 
KG, 
MZ, 
GB, 
GN, 



AB 



T2 
P 
P 
P 
P 
W 



20030225 
19990826 
19990826 
20000223 
20000223 
20000828 



AZ, 

DZ, 

KE, 

MN, 

TJ, 

KZ, 

SD, 

GR, 

GW, 

FR, 
MK, 



BA, 
EE, 
KG, 
MW, 
TM, 
MD, 
SL, 
IE, 
ML, 



BB, 
ES, 
KP, 
MX, 
TR, 
RU, 
SZ, 
IT, 
MR, 



BG, 

FI, 
KR, 
MZ, 
TT, 
TJ, 
TZ, 
LU, 
NE, 



BR, 
GB, 
KZ, 
NO, 
TZ, 
TM 
UG, 
MC, 
SN, 



BY, 
GD, 
LC, 
NZ, 
UA, 



BZ, 
GE, 
LK, 
PL, 
UG, 



CA, 
GH, 
LR, 
PT, 
UZ, 



CH, 
GM, 
LS, 
RO, 
VN, 



CN, 
HR, 
LT, 
RU, 
YU, 



CH, 
BF, 



CY, 
BJ, 



ZW, AT, BE, 
NL, PT, SE, 
TD, TG 

EP 2000-959512 20000828 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 
CY, AL ' 

JP 2001-518093 20000828 



the^nve n^L^™^ 72°? f ^ ^ °" 
vector-linker-pharmacophore IvXP) coniuaa^J S ^ d ^Sning 
to a wide variety of vectors linkers and nh 15 ^^erally applicable 

also encompasses a method of imorovrno S? P harraaco P h ° r ^ . The invention 
a patient, as well as a method of SproSno S^?? ° f ' P harmaco Phore to 
Pharmacophore and a method of decreSno ZL ^ the "P e f ic efficacy of a 
A method of increasing the cn \ toxicity of a pharmacophore. 

encompassed by the inven^on ^epn 'of ma'nv^pT " V' 11 iS f " rth " 
conjugates of kirromycin-3-nitro-4 * Y u con Dugates including 

deriv., are disclosed 4 - h y drazido Phenylthioethanol-tetracycline 
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IT Infection tetracycline denv conjugate prepn 

^r^dX^rr uprising vector-linker-pharmacophore and 
IT Antibacterial agents 
Antibiotics 
Antiviral agents 
Fungicides 
Parasiticides 
Protozoacides 

SoSs 9 \1 S desSing n sa U L a r eS COmprisin * -ctor-linker-pharmacophore and 
P°lyoxyalkylenes, biological studies 
It lyS ** C * arides > biological studies 

' SPN (Synthetic preparation) • Thit /tv,~ 
study,; PREP (Preparation^; USES ™ e i? P ^ ' BI0L (Biolo * ic al 

^SSJ'S'deSSi^JSf'" COmprisin * vector-linker-pharmacophore and 
IT Drug delivery systems 
Eukaryote (Eukaryotae) 
Infection 
Ionophores 
Pathogen 
Ribo some 

(drug conjugates comprising vector-linker r>h 

designing same) 9 vector linker-pharmacophore and methods of 

IT Glycosylation 
Mycoplasma 

-Sodi^rdeSinTsa^r 5 C ° mPriSing VeCt -^>— Pharmacophore and 
Enzymes, biological studies 

R^BSU^r-T" 1 ' biol °g ic al studies 

(inhio^^ BIOL (Biological study, 

methods of designing samef C ° mpriSlng vector-linker-pharmacophore and 
IT DNA 

method, of deigning™ T veotor-Unker-pharm.coph ore and 

IT Nucleic acids 

("ta^en:; 0 ^ 1 ' BI <* (Biological study, 

methods of designing sam" C ° mpriSln 9 vector-linker-pharmacophore and 
IT Alkylating agents, biological 

SrSS^IS'^^-SS" vector-linker- 
IT 86386-73-4, Fluconazole desi g^ng same, 

RL: BAC (Biological activity or , ff „ f 

study, unclassified); RCT (Reactant? ™, ?^ Pt adverse > ' BSU (Biological 
(Biological study); RACT ( Reactanti (Therapeutic use,; BIOL 

(drug conjugates comprising vector" HT^ L ^ (USSS) 
designing same) * VeCtor - llnke r-pharmacophore and methods of 

cL1uga 5 te P ; B 1o^l4-8 C Sp^?e%^S c t i h i L eniCillin 58-85-5DP, Biotin 

a, derivs., conjugat^itrMoS 1116 ^" 0 ^ 11 ^^ 3 525 " 9 7-3DP, 4k S 
738-70-5DP, Trimethoprim, reaction wJth~3 Trimeth °Prim, conjugates 

1406-05-9DP, Penicillin V™f ! kirromycin conjugates 

PemcUlxn, conjugates 11076-17-8DP, Sordarin, conjugates 
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SSoJ-^S^cJS 6 ^ 4 ^ F1U T aZ ° le ' C °^^tes 328401-25-8P 

study, unclassified) • SPN fSvnhhSf except adverse) ; BSU (Biological 

BIOL (Biological SifTpff ^^^'^,^^0 uL, ; 

iXS'SLT C ° mPriSing V6Ct0r -^^KSir. and methods of 

IT 60^5^ 0 : 8 0 D/?e r trac:cL d :; ^J"' •^ 3 ~ 1 ' 2 - Me ~aptoethylamine 

Ethanol/re^Ss 64-^8-6 kl "™ycin conjugates 64-17-5, 

5- Nitrosalicyla^ehyde lot-S^ZJ? 1 ? J™** 1 ™ 97 " 51 - 8 ' 
Acetylaniline inn?! -7 I Z ' Benz V 1 bromide 103-84-4, 

lll^oX £u%a rdl °al~d hyde^ ^^^O-f^ethvl 09 " 64 - 8 ' ^ 3 mo P ro P ane 
124-41-4, Sodium methoxide 124-63 o J * f J "actions 
1,3 Dichloropropane 156-81-0 2 4 m Methylsulf ^ chloride 142-28-9, 
Hydrazine, reactions 530-62-i 540 ITT™^ ^ 302-01-2, 

6- Aminopenicillanic acid IL ?i n Tert - But ylacetate 551-16-6, 
2-Nitroresorcino? 605-65-2 D^I v i ~*? M0A f TYL BROMIDE 601-89-8, 
627-31-6 928-01-8, teleamide JoM S 7 ' 624 " 84 - 0 ' Fo ^ hydrazine 
1197-55-3, 4-AminophenylaSic acxd ma' - Thi <*»tyrolactone 
2393-24-0 2950-43-8, HvdroxvlJmtn. of;' Sodlum sulfide, reactions 
Dithiothreitol 3963-95-9 SJh, 7 °" SU L lf ° niC acid 3483-12-3, 
4829-04-3, 1,3-Dithxolane ' SuS-r"^ l?™^ 0 ^ ^63-60-4 
Hydroxylamine hydrochloride 6258-6^2 5 "f ° m ° vale "nitrile 5470-11-1, 
6539-14-6, Traut's reaaenh alH ,„,', 4 - Meth °xybenzylmercaptan 
hydrochloride 7631 ?H S J?™"^^'"^" 1 " 1 6 ^tetracycline 
reactions 7681-49-4 Sodium frlride ' " aCtions ^664-41-7, Ammonia, 
acid, reactions 7790-2?-5 Sod: i,™ tl' ■ "" tlon f 7697-37-2, Nitric 
chloride 10028-15-6 oLni S ° dlU ™. P eriodate 7791-25-5, Sulfonyl 
reactions 10592-13-9 Z' r f actlons 10035-10-6, Hydrobromic acid 
TriisopropylsJlyi 2 chloriS T'Ts S^^f^t 13154-24-0, Cld ' 
Mercuric oxide 22542-53^6 tlzll-lte S °^^ b °^ydride 21908-53-2, 
25895-60-7, Sodium cyanoborohydride 38078 0 0 "^T 4 ' ^hoxyphenol 
trifluoride 41661-47-6 4-Mnfi?!L lr~^~°' Dleth ylaminosulf ur 
53152-67-3 69468-17-3 nfJ^n k ? 50935-71-2, Kirromycin 
93285-75-7 109276-34-8 luits-lTt 34030*21-7 

RL: RCT (Reactant); RACT (Reacta'nt or reagent 32840 °- 58 ^ 

dXS^iSSr C ° mPriSing ^tor-linxer-pharmacophore and methods of 

" ch°i 4 o"ride 9P IOO^M-Ip' ^f^T^ 1 ' 5 ^ Carbobenzyloxy 
6066-83-7P, 5-Aminovaleronitrile it^^T™ 1 ™ 1 5 °63-96-7P 
21253-57-6P 21253-58-^ 2r822-24 2P S^L , J 7 " 5 " 61 -" 19285-38-2P 

1-N-Desmethylgoldinamine 73164-56-4P ltl,VZl*~ a l* f a. 
116435-82-6P 120793-4S « , o» n F„ 742 1 9 "55-9P 86386-77-8P 

161321-34-2P 188434-24-4P " "S "5834-18-7P 161321-16-0P 

328400-46-0P 328400-48-2P 32 !J " n » 188434-26-6P 328400-43-7P 

328400-56-2P 328400-60-8P 32840o"L no "28400-52-8P 328400-54-0P 

328400-68-6P 328400-71-1P SJJSS"??"™ ^28400-64-2? 328400-66-4P 

328400-79-9P 328400-81-3P 32m!!"2?"?S 328400-75-5P 328400-77-7P 

328400- 91-5P 328400-93-7P SSmIJI'S! 2!i!J~ 87_9P 328400-89-1P 

328401- 08-7P 328401-09-8P 328401 " 328400-98-2P 328401-02-1P 
328401-13-4P 328401-14-5P SIJSl i 328401-11-2P 328401-12-3P 
328401-18-9P 328401-19-OP SSJ?~J«~f P 328401-16-7P 328401-17-8P 
328401-23-6P 328401-24-7P SJJSi 52*2 328401-21-4P 328401-22-5P 
328401-29-2P 328401-30-5P lllllYl 328401-27-0P 328401-28-1P 
328401-34-9P 328401-35-0P 3284m ^"fo 328401-32-7P 328401-33-8P 
328401-39-4P 328401-40-7^ g 8 ™^ gj J £ J "J gBJOl-JJ-BP 
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IT 



Itltltttll lllZzttll UliStttrll i 2 ~-<* ^ om 

328401-55-4P 328401-57-6P 32 lToi ll lu ^^n? 0 ^ 53 " 21 ' 328401-54-3P 
328401-63-4P 328401-64-5P SKo? 32 ^01-61-2P 

derivs. 328401-71-4P 328401-72-5P 32840! 2 7 8 t°^ 68 " 9P 32 ^^-0B, r 
328401-75-8P 328401-76-9P m « n n*> o~ 3 ~ 6P 328401-74-7P 
RL: RCT (Reactant); SPN (Synthetxc 3 ? 88 "- 82 - 7P ' Goldinonic acid 

(Reactant or reagent) lbynthetlc Preparation); prep (Preparation); RACT 

dS^IS?" -ctor-linker-pharmacophore and methods of 

^ycol, conjugates 
S- C SPK Z (^nt h C °r jUgateS -^rf a y nd ] iin C L n rs gateS 86386 " 73 -^ 

S tudjr: as*?^^ 1 ^ ^ e ^ herapeutic use,; biol 

drug conjugates comprising vector-li nW»r r,h = 
designing same) 9 vector ^nker-pharmacophore and methods of 

IT 9014-24-8, Transcriptase 

designing same) vector linker-pharmacophore and methods of 

IT 9001-92-7, Protease 9002-03-3 nn h, ^ * , 

Phosphatase 9031-44-1 Kinase' Sl?^^ r f ductase 9013-05-2, 
RL: BSU (Biological study, unclassified Biow^ ^ P olvme "^ 
(inhibitors; drug conjuaates r^ot (Biological study) 

methods of designing same' C ° mpriSln 9 vect ^-linker-pharmacophore and 
IT 328401-59-8P 

<Re,ctLf ™i„ tT ' Synth " iC Wtlon, ; PREP |P r e P ,„ tion) ,. mcT 

dX^^s^r CO " Pt " i "' ^o-linker-phar^acophor. and „ tho<i , o£ 
328401-59-8 HCAPLUS 
1^ 3-Benzenediol , 2-arm' no- r_ r r / o 

(CA INDEX NAME) [ [ (2 ~ merca Ptoethyl ) me thylamino] methyl ] - ( 9C I) 



RN 
CN 




Me 

CH 2 -N- CH 2 -CH 2 -SH 



» SSSSoSsf ilLSf Lus copyright 2003 «• - •» 



AN 

DN 134:56484 
TI 

IN 



PA 
SO 



ln?,"o^i: ° £ "° Vel gU " idi - ""ainin, compos „ IL . a Ieceptor 
S g "^ D M b ° rah l - «**««. K,th«ine L. ; B,„30„ 



pS^^ B f eCham Cor P°"tion, USA 
PCT Int. Appl., 56 pp. 

CODEN: PIXXD2 

DT Patent 
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CC 



LA English 

IC ICM A61K031-47 

ICS A61K031-495; A61K031-38; A61K047-28; A61K031-17 

Se^tion^^rs-^eferencelrr^r 5 ' C ° ndenSed BenZenoid «**™*) 
FAN . CNT 1 

PATENT NO. KIND DATF 7v™ TT ^ 

_ 1NU DATE APPLICATION NO. DATE 



PI WO 2000076516 



W: 



RW: 



AE, 
HU, 
MN, 
VN, 
GH, 
DE, 
CF f 



AL, 
ID, 
MX, 
YU, 
GM, 
DK, 
CG, 



BR 2000010985 
EP 1191934 

R: AT, BE, 
IE, SI, 
JP 2003501471 
ZA 2001010203 
NO 2001006065 
PRAI US 1999-139674P 
WO 2000-US16813 
OS MARPAT 134:56484 
GI 



Al 
AU, BA, 
IL, IN, 
NO, NZ, 
ZA, AM, 
KE, LS, 
ES, FI, 
CI, CM, 

A 

Al 
CH, DE, 
LT, LV, 

T2 

A 



20001221 
BB, BG, 



IS, 
PL, 
AZ, 
MW, 

FR, 
GA, 



JP, 
RO, 
BY, 
MZ, 
GB, 
GN, 



A 
P 
W 



20020326 
20020403 
DK, ES, 
FI, RO 
20030114 
20020911 
20011212 
19990616 
20000616 



BR, 
KP, 
SG, 
KG, 
SD, 
GR, 
GW, 



FR, 



WO 2000-US16813 20000616 
CA, CN, CZ, DZ, EE, GE, GH, GM, HR, 
KR, LC, LK, LR, LT, LV, MA, MG, MK, 
SI, SK, SL, TR, TT, TZ, UA, US, UZ, 
KZ, MD, RU, TJ, TM 

SL, SZ, TZ, UG, ZW, AT, BE, CH, CY 

IE, IT, LU, MC, NL, PT, SE, BF, BJ,' 

ML, MR, NE, SN, TD, TG 

BR 2000-10985 20000616 
EP 2000-942933 20000616 

GB, GR, IT, LI, LU, NL, SE, MC, PT, 



JP 2001-502849 
ZA 2001-10203 
NO 2001-6065 



20000616 
20001212 
20011212 



N' 



W ^ KT ^\ JcRl3 R 14j_ W l 
N N v 
H H 



AB a^ t a 1 r e y r^-. [ ^ 3 Z -OR11 OOR15R16, etc.; v = 0-4; R11 = H , 

optional^ Substituted' ar J ;"r?5 H HI f "* *" ~* be 

(un) substituted Ph 7 ? rZtLn Z ' alk y 1 ' aryl; W, Wl = 

treatment ofdisea^e Sta?^ f H ^°^^ heny1 ' BtC ' ] ' Useful in the 
(IL-8), were prepd 5£ reacJfn ^ Chemokine ' mterleukin-8 

cyanothiourea "repn Sj^f I 1°^™ ° f N ~ <2-chlorophenyl) -N-- 

of EDC.HC1 in DMF afforS 9% J U - CN rOXy_ n n±tr0aniline in the Presence 

issszl .arses ^Svr.? 5 «^^L n ■ 

(Biofogica'iltu'dyr 1 StUdY ' *C (Miscellaneous,; BIOL 

IT 203^Te-l O / "SoI^V-SP 116 ToTzli 2??? ' ?r> ?" 8 antagonists) 
203201-31-4P 203201-32-5P "1 2O3201-29-0P 203201-30-3P 

313640-97-0P 203201-33-6P 203201-34-7P 203201-35-8P 

RL: BAC (Biological activity or effector „. 

study, unclassified) ; SPN fSvnrhftT* ' except adverse) ; BSU (Biological 
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IT 



IT 



lOoXT'Be^rbL^los^-?' SSSV'J?" 8 reCept ° r antagonists, 
Allyl bromide, reactions 303-07-?' 2 6 mhuH ° thl ° C y anate 106-95-6, 
2-Hydrox y -3-nitroaniline 1458-98-6 3-Bromo TSflT} 6 603 " 87 - 2 ' 
2740-81-0, 2-Chlorophenyl isothiocyanate o^O^-T 2 ' . 

isothiocyanate 130^7-fin-n o d \T , ^' 2 / 3 "Dichlorophenvl 

propylaniline 203201-49-4 ? ? m ^ V 2 " A11 yloxy-4-cyano-3- 

»l: K t , RM ct.„ t " 2 ^c", list £~:r he " yl is ° thi °^"»= 

203201-44-9P 203201-45-0P 203201-46-1P 



203201-39-2P 
203201-43-8P 
203201-47-2P 

?*LllL^ C ti? g lUr "^"^ P^tl"), PREP (Pr^r.tloo), pact 



IT 



RN 
CN 



203201-41-6P 203201-42-7P 203201-47-2P 

RL: RCT (Reactant); SPN (Synthetic preparation) 
(Reactant or reagent) p nj 

203^i r - eP ?: 6 Of H 2S s 9Uanidine COnt ^ c«^». as 

Benzonitrile, 4- am in 0 -3-hydroxy-2- ,2-propenyl ) - (9CI) (CA INDEX NAME) 



PREP (Preparation); RACT 
IL-8 receptor antagonists) 




CH2-CH= CH2 



NH 2 



RN 203201-42-7 HCAPLUS 

CN Benzonitrile, 4 -amino- 3 -hydroxys-propyl- 



(9CI) (CA INDEX NAME) 




Pr-n 



RN 
CN 



203201-47-2 HCAPLUS 

UmT C aCld ' 3 " arrdn °- 6 -yano-2-hydroxy-, methyl ester (9CI, 



(CA INDEX 
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L13 

AN 

DN 

TI 

IN 

PA 
SO 

DT 
LA 
IC 
CC 

FAN. 



134:56482 

^r'SgS^^SfSg.SS' " 1M reC6Pt0r -^agonists 

Smithkline Beecham Corporation USA ' Wlddowson ' Katherine L 

PCT Int. Appl., 101 pp. 

CODEN: PIXXD2 

Patent 

English 

ICM A61K031-27 

Section^r^referenLlrr^r 8 ' C ° ndenSed C ^-nds) 

CNT 1 

PATENT NO. KIND DATF 

____ ^™ APPLICATION NO. DATE 



PI WO 2000076495 

W: AE f AL r 
HU, ID, 
MN, MX, 
VN, YU, 
RW: GH, GM, 
DE, DK, 
CF, CG, 
BR 2000010802 
EP 1185261 

R: AT, BE, 
IE, SI, 
JP 2003501459 
ZA 2001009479 
NO 2001006053 
PRAI US 1999-139675P 
WO 2000-US16499 
OS MARPAT 134:56482 
GI 



Al 
AU, BA, 



IL, IN, IS, 
NO, NZ, PL, 
ZA, AM, AZ, 
KE, LS, MW, 
ES, FI, FR, 
CI, CM, GA, 

A 

Al 
CH, DE, 
LT, LV, 

T2 

A 



20001221 
BB, BG, 



JP, 
RO, 
BY, 
MZ, 
GB, 
GN, 



W 



20020219 
20020313 
DK, ES, 
FI, RO 
20030114 
20021118 
20011211 
19990616 
20000615 



BR, 
KP, 
SG, 
KG, 
SD, 
GR, 
JSW, 



FR, 



WO 2000-US16499 
CA, CN, CZ, DZ, EE, 
KR, LC, LK, LR, 
SI, SK, SL, TR, 
KZ, MD, RU, TJ, 
SL, SZ, TZ, UG, 
IE, IT, LU, MC, 
ML, MR, NE, SN, 
BR 2000-10802 
EP 2000-942843 
GB, GR, IT, LI, LU, 



LT, 
TT, 
TM 
ZW, 
NL, 
TD, 



20000615 

GE, GH, GM, HR, 

LV, MA, MG, MK, 

TZ, UA, US, UZ, 



AT, BE, 
PT, SE, 
TG 

20000615 
20000615 
NL, SE, 



JP 2001-502828 20000615 
ZA 2001-9479 20011116 
NO 2001-6053 20011211 



CH, CY, 
BF, BJ, 



MC, PT, 
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AB 



ST 
IT 



IT 



IT 



IT 



The title compds. [I; X = O, S; R = any functional moiety havina an 
lonizable H and pKa of .Itoreq. 10; Rl = H, halo, liS"etc two Rl 

=°H HI S hSr , may 0(CH2,S0 ' 5 " 6 »^««* An?; s I 1-3. , 

m Sha ted of "era' ~ ^ ---- - one S^^TS^. 
4 iSlnA V k"5 u rece P tor ' were P^epd. Thus, reacting Me 

OHrRr: 3 4-c y 02Me X f HTV-^l * JlTT^ ""^ ' 0% 1 » " °' * " 
an IC50 from about 45 to Ih«„? ^ i / ^P 1 ^^ compds. I showed 

All of \h JZ 3 I fc < 1 - mu -g/mL against IL-8 receptor bindina 

Mnding^rrb^uTthe same * * ° f ^ ^ ' " 

inhibitor; 

Melanoma growth-stimulating act^- a^ha " 
(Mologica'fstSyr 1 ^ UnClaSSified " »C (Miscellaneous); BIOL 

int^gonis^r' ^ ° f ureas as IL-8 receptor 

Interleukin 8 receptors 

(BLl'ogicSltS" 1 StUdY ' UnClaSSlfied,; MSC (Miscellaneous); BIOL 

ISOM-lS-to N i82^7 P JrS Ur ? 3S 35 IL " 8 reC8 P tor antagonists, 
182499-02-1P 182497 -"-° P 182498-47-1P 182498-79-ip 182498-99-3P 

(Therapeutic use,; BIOL (BiSog.S THU 
(Reactant or reagent,; USES (Uses, ' (Preparation,; RACT 

2575?"?-5P° f 859^^ Ip Y1 a"** ^ reC€ * to * antagonists, 

bl 87 5P ^"if 6 " 4 * 88846-90-6P 92949-89-8P 117745-32-1P 

182498-03-9P 182498-07-3P 182498-11-9 2 8- 5-3P 

182498-22^2P P 



160383-78-8P 
182498-18-6P 
182498-28-8P 
182498-34-6P 
182498-44-8P 
182498-52-8P 
182498-62-0P 
182498-68-6P 
182498-73-3P 
182498-78-8P 
182498-84-6P 
182498-89-1P 

182498- 94-8P 

182499- 01-OP 
182499-08-7P 
182499-13-4P 
182499-18-9P 
182499-23-6P 
182499-29-2P 
182499-34-9P 
182499-39-4P 
182499-44-1P 
182499-49-6P 
182499-54-3P 
182499-59-8P 
182499-64-5P 



182498-20-0P 
182498-30-2P 
182498-35-7P 
182498-45-9P 
182498-54-0P 
182498-63-1P 
182498-69-7P 
182498-74-4P 
182498-80-2P 
182498-85-7P 
182498-90-4P 

182498- 95-9P 

182499- 03-2P 
182499-09-8P 
182499-14-5P 
182499-19-0P 
182499-25-8P 
182499-30-5P 
182499-35-0P 
182499-40-7P 
182499-45-2P 
182499-50-9P 
182499-55-4P 
182499-60-lP 
182499-65-6P 



182498-31-3P 

182498-38-0P 

182498-46-0P 

182498-55-lP 

182498-64-2P 

182498-70-0P 

182498-75-5P 

182498-81-3P 

182498-86-8P 

182498-91-5P 

182498- 97-1P 

182499- 05-4P 
182499-10-lP 
182499-15-6P 
182499-20-3P 
182499-26-9P 
182499-31-6P 
182499-36-1P 
182499-41-8P 
182499-46-3P 
182499-51-0P 
182499-56-5P 
182499-61-2P 
182499-66-7P 



182498-25-5P 
182498-32-4P 
182498-40-4P 
182498-48-2P 
182498-57-3P 
182498-66-4P 
182498-71-1P 
182498-76-6P 
182498-82-4P 
182498-87-9P 
182498-92-6P 

182498- 98-2P 

182499- 06-5P 
182499-11-2P 
182499-16-7P 
182499-21-4P 
182499-27-0P 
182499-32-7P 
182499-37-2P 
182499-42-9P 
182499-47-4P 
182499-52-1P 
182499-57-6P 
182499-62-3P 
182499-67-8P 



182498-26-6P 
182498-33-5P 
182498-42-6P 
182498-50-6P 
182498-59-5P 
182498-67-5P 
182498-72-2P 
182498-77-7P 
182498-83-5P 
182498-88-0P 

182498- 93-7P 

182499- 00-9P 
182499-07-6P 
182499-12-3P 
182499-17-8P 
182499-22-5P 
182499-28-1P 
182499-33-8P 
182499-38-3P 
182499-43-0P 
182499-48-5P 
182499-53-2P 
182499-58-7P 
182499-63-4P 
182499-68-9P 
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~ SStSS iSE33 — > 

RL BAC (Biological activity or effector, except adverse) - BSU fR-i r>i n • t 
study, unclassified) - spm /e, m n, a ^ F auversej , tsbu (Biological 

88-67-5, 2-Iodobe„zoic acid 90-43-7 2 Ph™K "?<=!">"«= 87-17-2 
°-Phe„yle„ ed iami„ e , reactions . ^ J P !""' 91-93-0 95-54-5, 

99-57-0, 5-Nitro-2-hydro J , y ,„ili„a ?oO-46?9 , -""™- 1 ^-P h «'yl««<ii»mi„a 

4-Acetamidophenylsulfonyl chloride 121-88-n ? a 121-60-8, 
137-07-5, 2-Aminothiophenol 274-09-9 i ? 2' 2 -J^ n °- 5 -^trophenol 

4- Bromo-2-fluoro-6-ni?ro P henol 329 m i K**? 10X ° le 320 " 7 6-3, 
isocyanate 385-01-3 3-Fluoro , ; !' ^^fluoromethylphenyl 

o tv_. c . tJ - u oro-2-nitrophenol 394-31 -f) 

2-Anuno-5-hydroxybenzoic acid 394-33-2 4-PiJn 9 •!' u , 
400-98-fi ^ — 7Am -i o i ' 4 t - Luo ^o - 2-nitrophenol 

nitrophenol 444-30-4 2-Tri f i utlt It ? u 400 ~"- 7 ' 4-Trxf luoromethyl-2- 

5- Fluoro-2-nitrophenol 534-RS-n 9 7,. qb Jb 6 ' 

2- Hydroxy-3-aminobenzoic acid 576-24-9 2 TwTm I ? ' 

3- Phenylphenol 603-87-? o Hw , * ^ 2, 3-Dichlorophenol 580-51-8, 

4 6-Dirhlnr^ o u 2 ~ H y drox y- 3 - n itroaniline 609-89-2 

**,o uicnioro-2-nitrophenol 611-90-1 o u ' 

614-fifi-* o iur A 4-u t / DX1 ^ u 2 ~Cyanophenol 614-60-8 

t 1 Lopro 6 pylXor P 1 2 T\t S rTEth e , h 615 'H 2 -B-moanili 6 ne 8 618-45-1, 

2-n-Propylp h enol 

TnfluoromethyDbenzenesulfonyl chloride 837-95-6 2-Nitro 4 
(tnfluoromethyl)benzenesulfonyl chloride 87^ « V I Nitro-4- 
1548-13-6, 4-Trif]iir>r-o m <=H-i,„ n k f nloricle 873-62-1, 3-Cyanophenol 
isocyanate J5SS£T^£^£ " 0C * an ?J« ^92-00-3, ^Bromophenyl 
1939-99-7, BenzyLSfony SSr^^^JTSI 1 " 1 ^- , ■ 1899 - 93 "° 
2243-42-7, 2-PhenoxybenLic acid 2285-L-5 iX^^lT, u 
isocyanate 2374-03-0 ^ h„w,.„„ a Z ' f luoron »ethylphenyl 

4-RrLnhc n ,, ' H y drox y- 4 -aminobenzoic acid 2493-02-Q 

4 Bromophenyl isocyanate 2612-57-9 ? 4-m ,-v,i u , . ' 

2834-92-6, l-Amino-2-hydroxynaphthaLf 28^5 -9 f *?l ^ OC ^^ 
methylaniline 3?7?-ns n ^ F"i-naiene ^835-98-5, 2-Hydroxy-4- 
?-rhitZ t 7 . J 272-08-0, 4-Cyano-2-nitrophenol 3320-83-0 
2 -Chlorophenyl isocyanate 33?n-flfi -5 o «-4. r ? ' 
3470-49-3 409l-?fi V c! ? ? 86-3, 2-Nitrophenyl isocyanate 

*^ 26-3, Styrylsulfonyl chloride 53qs-7i i o cm-u 

2-^:^ ^27 1 2-^8 E r yPhenyl 
^n- 3 ™^^^^ "99-72-0, 

^iWSftSK 2-nuorooh 3 "« 9 -»-'' ^hfopLesulfonyl 

2- Phenylphenyl Isolate Tll^-st ^ 17337 "13-2, 

3- Chloro-2-nitrophenol 18493-S- ^ i 8 704 S? 0 ^; 10 ^ 6 " 6 178 °2"02-7, 
chloride 18908-07-1 ^ till J 18704-37-5, 8-Quinolinylsulf onvl 

21286-54-4 23095 31^0 f 4 n^?^ 1 ^ Soc y anate 20513-43-3 Y 
23138-55-8 3-Br2Lnh 1 • 4_Dlmethox yP h enylsulf onyl chloride 
^ r =« , t J Bromophenyl isocyanate 35821-29-5 39?34-ftK 1 

4039^" -4 ri ^ 1U ? h T et Y ,b \ n2eneSUlf0nyl chloride' 3 262 22 1 ' 
isocyanate' m^e'^Sf S^L'^T^ 2-Ethylphenyl 
2-AMno-4-(ethylsulL 0 nyi)ph e ^ Ch 1 2 r 2 ^ 

isocyanate 55076-90-9 2 i-rHK,J u , ' < Meth ylthio) phenyl 

4- a m ino-3-hydroxybenzoate ' eSj^SS^jVS???' 11 ' 68 .. 63435 " 16 -^ Methyl 
6981 2 - 29 -9, 2 -Acetamido-4- m ethvl-5-th 3 ;.o 1 ' 6 " D ^ luo f ^enyl isocyanate 

2, 3-Dif luoro-6-nitrophenol SSsLS" ^lodfTi h^ 0 ^ 6 82419 "26-9, 

DO 01 3 Iod °-2-hydroxyaniline 
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lMSw'Sfi'i 0, ^3-Dichlorothiophene-5-sulfonyl chloride 146224-62-6 
ih^OO 26-1, 2-Tnfluoromethoxyphenyl isocyanate 182500-27-2 
2-Amino-5,6-diphenylphenol 182500-29-4 182500-30-7 

3,5,6-Trifluoro-2-hydroxyaniline 182500-31-8, 4-Trif luoromethvl-3-f 1 „«^„ 

pt y ^ X To niline "3513-64-6, 2-Chloro-3- m ethoxyphenyr[socya^te 
(Reactant); RACT (Reactant or reagent) isocyanate 

IT 399 'S^p' ° f /: N '-f Phenyl ureas as IL-8 receptor antagonists) 
II 399-97-3P, 2-Amino-4-fluorophenol 402-17-5P 2-Nitro-5- 

HJ £ W°S? ,,e 5 h ^ hen ? .^ 4 - 81 - 9P ' 2-Amino-4-;rifluoromethylphenol 
454-82-0P, 2-Amino-5-trifluoromethylphenol 527-62-8P 
2-Amino-4,6-dichlorophenol 1214-44-4P 1548-62-5P, 2-Nitro-6- 
trifluoromethylphenol 4291--?n-qp o.mf„ c v. , \_ «J-i-ro o 
oa' c i_ F"«=""J- i^ar ju yf, 2-Nitro-6-phenylphenol 4363-03- c ;p 

S^Qfn-^ no o TV • X ^4 jf, 2-Amino-6-phenylphenol 

ojyai-23-OP, 2-Armno-3-fluoroDhenol S?qri-94 id o * ■ r J\ 
555S6-?fi-nD 9 c; J - AUUj:o P nen O- L ^y81-24-lP, 2-Aimno-5-f luorophenol 

2-Amino-5-cyanophenol 56962-00-6P, 
2-Amino-3-chlorophenol 60166-83-8P 3-Methnw-9 i-fc-i^K^ 

63450-94-2P 67608-S7 o I V Met f lox y 2-thiophenecarboxylic acid 

72534-45-3P 2 21 J J ^ -Amno-6-cyanophenol 68507-91-5P 

115023 64-8P, 2-Nitro-6-n-propylphenol 115023-65-9P, 

uSS-M^lSfi^ h U ^ 51 ~ 3 k 3 " 2P ' 2 -»y dr -y-3, 4-dif luoroaniline 
i-LD^ /o oa 4F, 2 Amino-5, 6-dichlorophenol 139729-85-4P 

2 Amino-5-isopropylphenol 152998-95-3P 153506-06-0p' 

182^S-9r8r m rM^ flUO r Phe u 01 1824 "-90-7P, 2-Amino-5-ethylphenol 
182499 91-8P, 2-Nitro-5-methyl-6-bromophenol 182499-92-9P 

2 Nitro-5-methyl-6-cyanophenol 182499-93-0P, 2-Amino-5-methv1 -fi- 
cyanophenol 182499-94-1P vn^r^,, /i • 4- i • ttraino 3 metnyl-6- 
ws*-™ o i _j ^z^ 3 s * H yaroxy-4-nitrobenzophenone 182499-95-PP 

3 Nitro-2-hydroxybenzophenone 182499-96-3P, 3-Amino-2- ' 

i824 r 99-98-5 Z p Ph ;T e J 824 99-97-4P, 2-Benzyloxy-6-nitrophenol 

±B<^yy 98-5P, 2-Amino-6-benzyloxyphenol 182499-qq-fiP iflo^nn nn , r. 

Ill ■ Hi II HI 

(1) Badger; US 5900430 A 1999 HCAPLUS 
IT 55586-26-0P, 2-Amino-5-cyanophenol 

(R;actLt R orre a a n 5in t r N (Synth6tiC > **** (Preparation,; RACT 

RN 5558^-0 IcAP^s" 1 ^ 61171 Ure9S " ™ -'agonists) 
CN Benzonitrile, 4-amino-3-hydroxy- (9CI, (CA INDEX NAME, 
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OH 
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Smithkline Beecham Corporation, USA 

PCT Int. Appl., 33 pp. 

CODEN: PIXXD2 

Patent 

English 

ICM C07D239-72 

2?16 A SS 31 " 517 ? A61P009 - 10 ' A61P011-06; A61P029-02 
28-16 (Heterocyclic Compounds (More Than One Hetero Atom)) 
Section cross-reference (s) : 1 r ° Atom) } 

CNT 1 

_PAT_ENT_NO._____ KIND DATE APPLICATION NO. DATE 



PRAI 

OS 

GI 



WO 2000073282 Al 20001207 

W: AE, AL, AU, BA, BB, BG, BR, 

HU, ID, IL, IN, IS, JP, KP, 

MN, MX, NO, NZ, PL, RO, SG, 

VN, YU, ZA, AM, AZ, BY, KG, 

RW: GH, GM, KE, LS, MW, MZ, SD 

DE, DK, ES, FI, FR, GB, GR, 

CF, CG, CI, CM, GA, GN, GW, 

US 1999-136667P P 19990528 

MARPAT 134:29427 



WO 2000-US14659 20000526 

CA, CN, CZ, DZ, EE, GE, GH, GM, HR 

KR, LC, LK, LR, LT, LV, MA, MG, MK 

SI, SK, SL, TR, TT, TZ, UA, US, UZ 

KZ, MD, RU, TJ, TM 

SL, SZ, TZ, UG, ZW, AT, BE, CH, CY 

IE, IT, LU, MC, NL, PT, SE, BF, BJ 

ML, MR, NE, SN, TD, TG 



f 
t 

r 
f 




'n 




N" ~N ^O 




II 



AB 



Y = H, halo, N02 etc „ . l-f. 5?Vf\' R2 " C0 ' *>> ««. C(NH); 

disease states Mdl ateo by t^chlo^l.' ' 
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11*** a ^ ulti - s teP synthesis of quinazoline II was aiven All th* 

S SSJSaT^SJST'"" <=hm " >kine 9t ° alpha inhibit ° c 

Melanoma growth-stimulating activity- . alpha 

Siol B ogicai°sSdyf Unclassified > * MSC (Miscellaneous,; BIOL 

IT 3113?6!? o : 8 p f n ° Vel gUanidine com P ds - "-8 receptor antagonists) 

RL: BAC (Biological activity or effector, except adverse)- BSU (B1«l i 
study, unclassified^ • qpM fc, mf L^. c " e/ ' CbU (biological 

(prepn. of novel guanidine comnH*? tt q *. J 

IT 59-49-4, 2(3H)-Benzoxazolone 87-25^2 Ethv^n^ a ^ a f onist ^ 

2-Bromophenyl isothiocyanaX ' yl anthranilat * 13037-60-0, 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT iqq^ r «? n ; D ° f n ° Vel quanidine compds. IL-8 receptor antagonists) 

« 5 S» 5M !?7? 6 -° P 98556 -62"8P 260053-67-6P ntag ° nlStS) 
11 nlr% * 311311-27-OP 311311-28-1P 311311-29-2P 

S^Sn^^t?™ <SynthetiC ™» (Preparation); RACT 

re . cnt ^^^^^ 5 s-ssrS 

(1) Bereznak; US 5747497 A 1998 HCAPLUS 

E 55586-26- 0 p e Nem ° UrS ^ C ° mpan y ; W0 97022g 2 Al 1997 HCAPLUS 
(Reac\ C a T nr R :r C r:agint) PN ^ arati -> ' «« (Preparation,; pact 

RN 55586-^1-0 IcSs gUanidine Com P ds - ""8 receptor antagonists) 
CN Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 




sasaAir hJapEuT Lus copyright 2003 acs * s ™ 



DN 134:25357 
TI 
IN 



Pa!ovLh re ^ I ^^ reCept0r anta *°nists for therapeutic use 
PA M ^ chael R - Widdowson, Katherine L. 

Simthkline Beecham Corporation, USA 
SO PCT Int. Appl., 39 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM A61K031-4168 

ICS A61K031-4188; A61K031-437; C07D233-50; C07D235-02; C07D471-14; 
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C07D487-14; C07D513-04 
CC 1-7 (Pharmacology) 

Section cross-reference (s ) : 27, 28 
FAN.CNT 1 

PATENT NO. KIND DATE 



63 



APPLICATION NO. DATE 



PI 



WO 2000072845 Al 20001207 

W: AE, AL, AU, BA, BB, BG, 
HU, ID, IL, IN, IS, JP, 



PRAI 



OS 
AB 



ST 
IT 



MN, 
UZ, 

RW: GH, GM, 
DE, DK, 
CF, CG, 
BR 2000010843 
EP 1180028 

R: AT, BE, 
IE, SI, 
JP 2003500447 
US 6566387 
ZA 2001009628 
NO 2001005775 
US 1999-136717P 
WO 2000-US14661 



MX, MZ, 
VN, YU, 



NO, 
ZA, 
LS, 

FI, 
CM, 



WO 2000-US14661 20000526 

Kp' 2' T*r* ' T CZ ' DZ ' EE ' GE ' GH ' GM ' HR f 

KP, KR, LC, LK, LR, LT, LV, MA, MG, MK 

RO, SG, SI, SK, SL, TR, TT, TZ, UA, US,' 
BY, KG, KZ, MD, RU, TJ, TM 

SD, SL, SZ, TZ, UG, ZW, AT, BE, CH CY 

GR, IE, IT, LU, MC, NL, PT, SE RF rt' 

GA, GN, GW, ML, MR, NE, SN, TD, TG ' ' 
20020219 B R 2000-10843 20000526 

EP 2000-936369 20000526 

GB, GR, IT, LI, LU, NL, SE, MC, PT, 



NZ, PL, 
AM, AZ, 
MW, MZ, 
FR, GB, 



KE, 
ES, 

CI/ 
A 

Al 20020220 
CH, DE, DK, ES, 
LT, LV, FI, RO 



FR, 



T2 20030107 

Bl 20030520 

A 20021122 

A 20011127 

P • 19990528 

W 20000526 



JP 2000-620957 
US 2001-9212 
ZA 2001-9628 
NO 2001-5775 



20000526 
20011108 
20011122 
20011127 



IT 



IT 
IT 
IT 



IT 
IT 

IT 

IT 
IT 



MARPAT 134:25357 
The 'invention discloses the use of Ph ureas in ^ 

states mediated by the chemokine Interl"ki^8 l^^T ° f d f ease 
of the invention is described in b («<-8) . Prepn. of compds 

SLn^ e LLX n r S theraPeUtiC ' interleUkin 8 dis — 

(Biol B ogiia B i°stu g d y C r; SET^cS, ^ -classified); BIOL 

CheSe'r^ors" 3 ^ for therapeutic use, 

(B L iol B o g R i C a B i°s t 0 u g i y C r^ ^or^rice^s) (Bi0l09iCal *™*> classified,; BIOL 
IntisSe; Ss^se" 63 ^ ^nists for therapeutic use, 

Se P i ls r0hn,S; Phe ^ lu - a «-B receptor antagonists for therapeutic use, 
^Gram-neg.; phenylurea IL-8 receptor antagonists for therapeutic use, 

(Biol B o P g R iia B i 0 s^; KST^cS, ^udy, unclassified,; BIOL 

th'era-pe^c-us^ Phenylurea IL-8 receptor antagonists for 

Respiratory distress syndrome 

Transpranr T^IT ^ for therapeutic use, 

(allotransplant; phenylurea IL-8 receptor antagonists for therapeutic 

Antiarteriosclerotics 

(antiatherosclerotics; phenvlurea tt-a >-~ 

therapeutic use) P^nyiurea IL-8 receptor antagonists for 

Dermatitis 

Lung^drse^sf 6nylUrea ^ antagonists for therapeutic use, 

(chronic obstructive; phenylurea IL-8 receptor antagonists for 
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therapeutic use) 
IT Brain 

IT Drugs° rteX; PhSnylUrea IL " 8 ""Ptor antagonists for therapeutic use, 

(gastrointestinal; phenylurea IL-8 receptor antagonists for therapeutic 
IT Gingiva 

IT Kidne^dlse^e Ph6nylUrea IL ~ 8 ««l»tor antagonists for therapeutic use, 

tS« P e r uirc e Se r ' tiS; Phe ^ lurea IL "* -ceptor antagonists for 
IT Transplant and Transplantation 

tL^utic^e) reaCti ° n; phenyl — receptor antagonists for 

IT Brain 

IT Intist^rSs^sf 6nylUrea IL " 8 reCept ° r -agonists for therapeutic use, 
(inflatory; phenylurea IL-8 receptor antagonists for therapeutic 

IT Reperfusion 

(injury, cardiac and renal; chenvlurp^ tt p *. 

therapeutic use) pnenylurea IL-8 receptor antagonists for 

IT Angiogenesis 

Angiogenesis inhibitors 

Anti-Alzheimer's agents 

Anti-inflammatory agents 

Antiarthritics 

Antiasthmatics 

Cardiovascular agents 

Drug delivery systems 

Malaria 

Psoriasis 

Thrombosis 

IT Che^ine^^ ^ "^^'^ ant ^onists for therapeutic use, 

Interleukin l.beta. 

Interleukin 8 

Tumor necrosis factors 

Sl^lS°lSw} SS^JiicS, study, unclassified, , BIOL 

IT Hes^^dis.a": "™ Pt ° C »"^«» therapeutic use, 

Kidney, disease 

th r e e L e p r e f ;tic 0n u^e? Ury; ^ «"-Ptor antagonists for 

IT Artery, disease 

IT Shocr:crrcui:to?y e co y i 1 l U a r ;: e f L " 8 reC6Pt0r anta *°»"ts tor therapeutic use, 
IT Hjj^Sif^^/^^tor antagonists for therapeutic use) 

(stem, undesired release; phenylurea IL-8 recentnr • «. * 

therapeutic use) receptor antagonists for 

IT Brain, disease 

IT Ostiopo r ros e is PhenylUrea IL " 8 r6Cept0r -tagonists for therapeutic use, 

tL h r e a r pL e t U 1 t c C us a e g r ntS; ph ^ lu "» IL " 8 — ptor antagonists for 
IT Shock (circulatory collapse, 
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th'a'ape^ifus'eV'" Ph6nylUrea IL " 8 ""Ptor antagonists for 
IT Brain, disease 

IT I.tirtl^'dS"^*" "" 8 ' eCePt0t »"'«5on is t s (or therap.utic 

sissss sr isj phenylurM il - s recept °< »^°^ «. t 

IT Interleukin 8 receptors 

SLlo P g R iia B i 0 s t °u g ^; ^OC Ce " r ocess) (Bi0l ° giCal "«a-«i-> » BIOL 

IT Inti;ieSin ; 8 P r;^p?o r :: ^ for therapeutic use, 

(Biol^icaHt^dy^ SST"^) (Bi0l ° giCal StUd *' -classified,; BIOL 
IT 31in9- e 98^p Phe 3^S9 a 99- L o1 "Sj ^r 1 "' the "P-tic use, 

IT 311^2-2 3 U320- 03"f "aSS^'i" ^ the "P eut - use) 

RL: BAC (Biological active S^ 4 ' 4 31132 °-°5-5 311320-06-6 

(prepn. and reaction; Dhenvlurpa tt n 4. 

therapeutic use, P^enylurea IL-8 receptor antagonists for 

IT 59-49-4, 2(3H,-Benzoxazolone 1592-00-^ ?r™ 

6436-90-4, N-Benzylglycine ethyl est eS 'iwjf!^ 1 ? 1 " 0 ^? 
ester hydrochloride 18162-48-6 24^24-99-5 lie , 1* ^ bSnZyl 
Methyl pipecolinate hydrochloride 40216-83 9 mSX*^?' 32559 " 18 - 5 ' 
methyl ester hydrochloride 65365-28-8, D-Proline 

RL: RCT (Reactant); RACT (Reactant or reagent, 

M S «5 t 86-2 i 6!or eCham C ° rp0ration ' W0 0035442 Al 2000 HCAPLUS 

meacSnt^rre^ntr" (SynthetiC P"Paratio„, I PREP (Preparation,; RACT 

the'ra'peutrc ^r 1011 '' Ph6nylUrea IL " 8 «~Ptor antagonists for 
55586-26-0 HCAPLUS 

Benzonitrile, 4-amino-3-hydroxy- (9CI, (CA INDEX NAME) 



RN 
CN 




OH 
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PCT Int. Appl., 42 pp. 
CODEN : PIXXD2 
Patent 
English 

I CM A61K031-155 

1-7 (Pharmacology) C07D233-54; C07D271-10; C07D285-135 

FAN.CNtT 011 CrOSS - reference <s): 25, 28, 63 

' _PAT_ENT_NO._____ KIND DATE APPLICATION NO. DATE 



DT 
LA 
IC 



CC 



PI 



WO 2000072840 Al 20001207 

W: AE, AL, AU, BA, BB, BG, 

HU, ID, IL, IN, IS, JP, 

MN, MX, NO, NZ, PL, RO, 

VN, YU, ZA, AM, AZ, BY, 

RW: GH, GM, KE, LS, MW, MZ, 

DE, DK, ES, FI, FR, GB, 



BR, 
KP, 
SG, 
KG, 
SD, 
GR, 



WO 2000-US14660 20000526 

CA, CN, CZ, DZ, EE, GE, GH, GM, HR, 

KR, LC, LK, LR, LT, LV, MA, MG, MK, 

SI, SK, SL, TR, TT, TZ, UA, US, UZ, 

KZ, MD, RU, TJ, TM 

SL, SZ, TZ, UG, ZW, AT, BE, 

IE, IT, LU, MC, NL, PT, SE, 



CH, 
BF, 



CY, 
BJ, 



BR 20000^863°' ^200202^ ^ S SN ' TD ' TG 

EP 1180025 Al ISSISfin * 200 °- 10863 20000526 

»= AT, BE, C„ M DE , 2 S° °M FR , GB EP G f "J;' 3 " 6 ' 2 T" S26 

IE, SI, LT, LV, FI, RO ' ' LU ' NL ' SE ' MC ' PT ' 



JP 2003500443 T2 

ZA 2001009267 a 

NO 2001005774 A 

PRAI US 1999-136665P P 

WO 2000-US14660 W 

OS 
AB 



20030107 
20021128 
20011127 
19990528 
20000526 



JP 2000-620952 
ZA 2001-9267 
NO 2001-5774 



20000526 
20011122 
20011127 



ST 
IT 



IT 



MARPAT 134:25356 

The invention discloses the use of Ph ■ ^ 

states mediated by the chemokine In^erlJukin-S (iSl^T ° f d±SeaSe 
of the invention is described inter ^u*in 8 (IL-8) . Prepn. of compds . 

&™ 6raPeUtiC ' M 8 

SoSlS 0 ^ ?ROC Ce "[oce B ss) (Bi0l09iCal StUdy ' BIOL 
ChemoL C ne ; r^e e pt y ors rea *™ ^^^^ ant ^onists for therapeutic use, 

(Molo^^rstu^ SSHJiicS, -udy, unclassified,; BIOL 

IntisSne; ll " 8 reC ^ antagonists for therapeutic use, 

SepiL r0hn ' S; Phe ^ lurea -ceptor antagonists for therapeutic use, 

IT mRNA Gram ~ neg \ ; P he ^— IL-8 receptor antagonists for therapeutic use, 

(Biolo^iSlSyr; ^OC^Proce^s, (Bi ° l0giCal ^ -classified,; BIOL 
th T era"pe a urrc-us a ? P*enylurea IL-8 receptor antagonists for 



IT 



IT 
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IT Respiratory distress syndrome 

IT Tranent re^LT ^ for therapeutic use, 

(allotransplant; phenylurea IL-8 receptor antagonists for therapeutic 
IT Antiarteriosclerotics 

tSra'peutic^s 1 " 0 '" 3 ' PhSnylUrea IL " 8 ««Ptor antagonists for 
IT Dermatitis 

IT Lung^dL'easf 6 ^ 1 " 63 ^ ^^ists for therapeutic use) 

th^peuti^is^r 1 "'' PhenylU " a IL " 8 — Ptor antagonists for 
IT Brain 

IT Drugs 00 "'"'' Ph6nylUrea IL " 8 "ceptor antagonists for therapeutic use, 

(gastrointestinal; phenylurea IL-8 receptor antagonists for therapeutic 
IT Gingiva 

IT KidneT'dL'e'as 3 ; PhenylUrea IL ~ 8 "ceptor antagonists for therapeutic use) 

tSr°: p e e r u U tic e £e r i tiS; IL " 8 ««*tor antagonists for 

IT Transplant and Transplantation 

tSra^utxc^e'," 3 ^ 0 "' * hen * lu "* IL " 8 receptor antagonists for 
IT Brain 

IT Intist^^SC^sf enylUrea IL " 8 reCSPt0r ^agonists for therapeutic use) 
(inflammatory; phenylurea IL-8 receptor antagonists for therapeutic 

IT Reperfusion 

(injury, cardiac and renal; phenvlurea tt a *-^™4- 

therapeutic use) pnenyiurea IL-8 receptor antagonists for 

IT Angiogenesis 

Angiogenesis inhibitors 

Anti-Alzheimer's agents 

Anti-inflammatory agents 

Antiarthritics 

Antiasthmatics 

Cardiovascular agents 

Drug delivery systems 

Malaria 

Psoriasis 

Thrombosis 

IT Chemol e nes 1Urea ™ ant ^onists for therapeutic use) 

Interleukin l.beta. 

Interleukin 8 

Tumor necrosis factors 

S.SS'S! I^TALIZ "^"l »■*. unclassified, , BI0L 

IT HeartfSiseas" Il ~ 8 " CePt01 ""^ists for therapeutic us., 
Kidney, disease 

(reperfusion injury; Dhenvlurps tt r 

therapeutic use) P nen V 1 ^rea IL-8 receptor antagonists for 

IT Artery, disease 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 10/1/03 Page 59 

IT Sho^rtcrrc^i^o^^SLf 1 - 8 reCePt ° r therapeutic use, 

IT HeJ^oSif p^o/celV^^* ant ^° nists f " therapeutic use, 

theSeutirus"? releaSe '* .^lure. IL-8 receptor antagonists for 
IT Brain, disease 

IT Ostiopo^sis^ 111 " 3 IL ~ 8 reCept ° r ^agonists for therapeutic use, 

^Tri;i:^\:ir tS! PhSnylUrea IL - 8 ««*tor antagonists for 
IT Shock (circulatory collapse) 

tn^apeuJic'ujr 101116 ' PhSnylUrea IL " 8 ««*tor antagonists for 
IT Brain, disease 

IT I„ti s t "™: , d L h S U " a IL " 8 re ° eptot -"■I"*". £ot therapeutic use, 

thermic St"*' 'M "ceptor ,„ t a g o„ist s for 

IT Interleukin 8 receptors 

IMS ?HOc"proc. B fs, <Bi ° 1 °' 1 =« i -l^lfWI , BIOL 

IT Inti^Kin'e^ecSto"; IL " 8 " CePt ° r for therapeutic use, 

• wSalSSE PROC^r^s, ,Bi0l ° gi " 1 -A-lfUd), BIOL 

it sum-io^ii^s 8 "ass-s^*" f ° r th ««^» t " -> ■ 

RL: BAC (Biological activity or pfWn. « 

study, unclassified,; RCT L t n S TJ^TJ adVerSe) ; BSU (Biological 
(Therapeutic use,- RIOT r .1 i ' (Synthetic preparation, ; THU 

(Reactant or "^f^uiS^Si" 1 ' PREP < P "P«atio„, ; rAct 

IT Slllffir SmiSSSg' a Snlnl;%p f ° r ?»»P«»tlc use, 

RL: BAC (Biological activitv ol lS-l ** 311311-15-6P 311311-25-8P 
study, unclassified, - SPM ,«Ln£w- ' exceDt adverse,; BSU (Biological 

BI \ZTA?k s r r ^"srsE' ,Zs, it — uL - • 

IT Slnn-iS" SimifuT °%??;,?°?i S o ! ' f ° r th «»P^tio use, 

£ 3 & 2 £ x 3113 Sim".':, 311311 - 20 - 3 

BAC (Biological activity or effector *vr^ ^ 
study, unclassified,; THU (Ther.np, h except adverse,; BSU (Biological 

(Uses, (Therapeutic use,; BIOL (Biological study, ; USES 

(prepn. and reaction; phenvlurpa n-9 *. 

therapeutic use, P^nyiurea IL-8 receptor antagonists for 

IT 59-49-4, 2(3H,-Benzoxazolone 141-43-s r, K 1 • 

623-33-6 Glycine ethyl ester hyd ochloride ^ 03^-60 0^°™ 
2-Bromophenylisothiocyanate 18162-48-6 2133H .3 ' 
Chloromethylsulfonamide 22483-09-fi -> 9 n- 11 ' 
24424-99-5, BOC anhydride 2, 2-Dimethoxyethylamine 

^(ScSSrSSiiSS IL^Trece ^ 
RE . CNT 4 T HERE P ARE y f S^^rAS^'SR'SlS^^ ^ 
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RE 

(1) Douglas; US 3914306 A 1975 HCAPLUS 

(2) Meis; US 1953494 A 1934 HCAPLUS 

(3) Ruettimann; US 5696290 A 1997 HCAPLUS 

(4) Seifert; US 605977 A 1898 
IT 55586-26-0P 

Se,c£„^™U t r ,Synth " iC >"»»«"»> ' «» (P-Paration, , RACT 

tKSpouSc "sT 1 ""' Phenl,1U " a IL -» ««P'« antagonists for 
RN 55586-26-0 HCAPLUS 

CN Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 
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Phenyl urea I L- 8 receptor antagonists for therapeutic use 

SSSE? 1 ' n^u 1 Widdowso ^ Katherine L. ? 6 

bmithJcline Beecham Corporation. USA 

PCT Int. Appl., 41 pp. 

CODEN: PIXXD2 

Patent 

English 

ICM A61K 

1-7 (Pharmacology) 

Section cross-reference (s ) : 25, 27 61 
CNT 1 " ' <- -> f 1 f uj 

PATENTED. KIND DATE APPLICATION NO. DATE 



WO 2000-US14655 20000526 



PRAI 

OS 

AB 



ST 
IT 



IT 



WO 2000072800. A2 20001207 

WO 2000072800 A3 20010308 

W: CA, JP, US 

m: AT. BE, CH, CY, DE, DK, „, „, FR, GB, GR, IE , „, W , MC , 

US 1999-136666P p 19990528 
MARPAT 134:25355 

The invention discloses the usp nf pk • 

states mediated by the c^okine ^In^eukin-8 UL ° f diS6aSe 

of the invention is described lncerJ -euJcin 8 (IL-8) . Prepn. of compds . 

?h^^L re re L r P e ^s therapeutic ' interleukin 8 dis — 

^oS^rsSy^ ^Proce^s , unclassified); BIOL 

Che m oSne ; rSpt y oL rea ^ ant ^onists for therapeutic use) 

(Biol^i^rstu^; ^udy, unclassified,; BIOL 

( CXCR2 ; phenylurea IL-8 receptor antagonists for therapeutic use) 
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IT Intestine, disease 

IT Sepsrs"""'*' «-» "ceptcr antagonist, for therapeutic use, 

IT r^r"""' 5 "- ■ >h -" 1 «"» 'M "ceptor antagonists for therapeutic use, 
RL: BPR (Biological process) • rqit fn-; i ■ 

(Biological study,; PROC (Process, StUdy ' Unclassi f ied, ; BIOL 

therapSuc'use? IL-1 - beta - ; Phenylurea IL-8 receptor antagonists for 
IT Respiratory distress syndrome 

IT TransX^ rt^ctLT ^ -^agonists for therapeutic use) 

(^transplant; phenylurea 1M re ceptor antagonists for therapeutic 
IT Antiarteriosclerotics 

(antiatherosclerotics; phenvlur^ tt p 

therapeutic use) Phenylurea IL-8 receptor antagonists for 

IT Dermatitis 

IT Lung^dKasf 6nylUrea ^ antagonists for therapeutic use) 

t^^TarsT^ Phe ^ 1Ur - re«ptor antagonists for 

IT Brain 

IT Dru^s C ° rteX; Phen ^rea IL-8 receptor antagonists for therapeutic use, 
(gastrointestinal; phenvlurM tt-r 

erapeutic 

J--*- Gingiva 

IT Kidne^I^e Pheny1 ^ ^ "captor antagonists for therapeutic use, 

^l^roTsT^ PhSnylUrea IL ~ 8 antagonists for 

Transplant and Transplantation 

the^tic'uL',^^ 011 '- IL-8 receptor antagonists for 

IT Brain 

IT mtis^^asf enylUrM IL " e antagonists ror therapeutic use, 

Untta^tory, phenuiure, IL - 8 «« ptor ant , gonlsts £or th „, peutic 
IT Reperfusion 

tne1a U p r e y utic r use a ^ ^ P h -ylur«. IL-8 receptor antagonists for 

IT Angiogenesis 

Angiogenesis inhibitors 
Anti-Alzheimer's agents 
Anti-mflammatory agents 
Antiarthritics 
Antiasthmatics 
Cardiovascular agents 
Drug delivery systems 



IT 



Malaria 
Psoriasis 
Thrombosis 



IT Ch«£iSS Urea IL " 8 reC6Pt - -tagonists for therapeutic use, 



Interleukin l.beta. 
Interleukin 8 
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Tumor necrosis factors 

IT H,,;?^;™ IL " 8 ■"■"« ■nt.»oni.f for th.rapeutic uael 

Kidney, disease 

th r :?a e pe f utirusS Ury; PhenylUrSa IL - 8 "ceptor antagonists for 
IT Artery, disease 

IT Shocr!c\ e rc 0 ui:;oS e co y n U a r p s a e? L - 8 '^P^ ^agonists for therapeutic use) 
IT H^SS^fSrSSr^Jl 1 " 0 ^ 1 ant ^° niStS *« therapeutic use, 

the^peu^c^usM releaSe '' * hen * lu <" IL ~ 8 — ptor antagonists for 
IT Brain, disease 

IT Osti:po r ros e i s PhenylUrea IL " 8 reCeptOC -tagonists for therapeutic use) 

tne^uruLT'^ Ph ^ lu "« IL ~ 8 — ptor antagonists for 
IT Shock (circulatory collapse) 

th t e°L i p C euric Ck us S eT rOIne; ph «* lu "« IL " 8 -ceptor antagonists for 
IT Brain, disease 

IT Iatii3^ , d 2SS Urea IL " 8 reCePt ° r -tagonists for therapeutic use, 
(ulcerative colitis- nhpnwin^, tt o 

therapeutic use) phenylurea IL " 8 receptor antagonists for 

IT Interleukin 8 receptors 

(Biol B o P g R iia B i°stu 9 dy a t ^ (Process, (Bio1 ^ -classified,; BI 0L 

IT Int e ;ieSL a n% P ^e e c y pt U o r :: IL " 8 -"t-flonl.t. for therapeutic use) 

SioS*?X KS^&oS, <Bi0l0giCal StUdy ' Ossified,; BIOL 

IT lOatt'^gSS^^JSgjJ S^S? I? the "P-tic use, 
311311-91-8P 311311-92-9P sn^i f "of nD 31 " 11_89 - 4P 311311-90-7P 
311311-96-3P 311311-97-4P J" 1 * 3113 H-^-2P 

tSeu^c u^r' 0 ^ Phenyl — IL " 8 — ptor antagonists for 

Di 9 :. 4 ^Xyw;f sn "s^T Di et 0 h 0 ;!a^ 8 ' reactions 108 - 18 - 9 - 

Piperidine, reactions 123-7^1 ll^Si A ■ reactions "0-89-4, 
N'N,N'-Trimethylethylenediamin e X 1 ?f " e ' reactions 142-25-6, 
dihydrochloride 3«3-37-2 2 h.h u' N ' N ' -^thylhydrazine 

^^-Tr^ethyl-^ J 5 "- 96 " 8 ' 
2-Bromophenylisothiocvanah^ ipico * a ~ 13037-60-0, 
60717-51-3 81310-55-6 18162-48-6 24424-99-5, BOC anhydride 

RL: RCT (Reactant); RACT (Reactant or reagent, 
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IT 



RN 
CN 



SSSBs's-or'' PhenylUrea IL ' 8 "«Ptor antagonists for therapeutic use, 
"ReactLt R o e rr:a n gint) PN (SynthetiC P«»»«tion„ PREP (Preparation); RACT 

t^rapeutic usT^ Phenylurea IL ~ 8 "«Ptor antagonists for 
55586-26-0 HCAPLUS 

Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 



H2N 




™ %S!i£,? ^ P S PLUS C0P ™ G1,T 2003 ACS « ™ 

DN 132:194197 

" th r e e L a o ra f? i0n ° f 3 - h ^^y^--ino-benzonitrile and urea derivatives 

PA fmiSl f il R H -\ Clark ' William M - Jr '' Eldridge, Ann Marie 
PA Smithkline Beecham Corporation, USA 

SO PCT Int. Appl., 17 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM C07C273-02 

CC 25 S ;n C ?R C275 ~ 28; C07C255 - 49 '' C07D213-02; C07D263-54 

FAN. CNT 1 (Benzene ' Its Derivatives, and Condensed Benzenoid Conpounds, 

PATENT_NO.__ KIND DATE APPLICATION NO. DATE 

PI WO 2000012468 p ^Al 20000309 ^IV-ulllTsl IViioVi* 

RW: AT, BE,' CH, CY, DE, DK, ES , FI , FR , gb , gr , „ f ^ ^ MC , NL , 

SSSJi! Tl llllllll CA 1999-2341718 19990826 

r . AT R „ r „ n „ 2001062 ° EP 1999-943936 19990826 

S; FI ' ES ' FR ' GB ' GR ' IT, LI, LU, NL, SE, MC, PT, 

PRAI U J sM9 0 9 0 8- 5 9 8 2 4 8 9P T ?J£™ 8 ° JP 200 °-^502 19990826 

WO 1999-US19492 W 19990826 

OS CASREACT 132:194197; MARPAT 132:194197 
GI 




KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 10/1/03 Page 



""as [I; R = m0le ty having an ionizable H and pKa<10- Rl v - h k i 
N02, cyano, alkyl, haloalkyl, alkenyl alkoxv Z^tZil ' L~ ' hal °' 
aralkyl, aralkenyl, aryloxy etc I - n , Y ' ^alkoxy, N3, OH, 

contacting hvdro^aniJne? '(II; 'a = acid'^ietv) ll ' ™ % ^ by 
presence of about 1 equiv. org . base Thus" 4-imTno-3- 1S ° Cyanate in the 

Sh^^ Me CN were treated 

4-cyanophenyl) U rea. * 3% (2-bromophenyl) -N ' - (2-hydroxy- 

ST hydroxyaminobenzonitrile DreDn r parH nn . , i 
IT K^yanophanyl bro^pLnyJ prepn Prepn; 
IT Nitnles, preparation 

RL: IMF (Industrial manufacture) • rpt ^-^ 

preparation, ; PPEP .P,^ I pSt'^ £ f. 

IT 57-13-6P, Urea, preparation 

(Lp^tionr trlal manUfaCtUre) ; SPN ^^etic preparation,; prep 
deriS! the r re V of, PrePn ' ° f ^"^--no-benzonitrile and urea 
" RLf^IMF^^Indus trial J^reT RC^ReTt^ , 

(LpLt^nr rialmanUfaCtUre>; SPN (Synthetic P-pLation,; PR EP 

IT SS-^icSjS!^^^^-^- «J« frivs. thereof, 
19932-84-4 19932-87-7 260053-67-6 2 - Bron >°Phenyl isocyanate 

RL: RCT (Reactant); RA.CT (Reactant or reagent, 

IT 19932-85 V 3 - hydr °^" 4 - ami — -enzonitrile and urea derivs . thereof) 

meacSnt! R o e rre a Sntr N Preparation,; PREP (Preparation,; RACT 

(1> HCAPLUS ^ SearCh f ° r therapeutic Amidines Part XVIII 1961, P1029 

(2) Murase; US 4457872 A 1984 HCAPLUS 
(3, Widdowson; US 5886044 A 1999 HCAPLUS 
55586-26-0DP, salts 260053-68-7P 

CN Benzonitril,, «-,„i„o-3-hydro«y- (SCI, (CA INDEX NAME, 




OH 
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RN 
CN 



260053-68-7 HCAPLUS 

^eTname^' 4 - amin °- 3 -^droxy-, mo no (trif luoroacet 
CM 1 



ate) (salt) (9CI) (CA 



CRN 55586-26-0 
CMF C7 H6 N2 0 



H2N 




CM 2 

CRN 76-05-1 
CMF C2 H F3 02 



F- C- CO2H 



L13 

AN 

DN 

TI 

IN 

PA 

SO 



— plus cop ™ ight 2003 *» - ■» 

132:180375 

Process for making 2-amino-5-cyanophenol 

: ^ 1 Cllff ° rd S>; Shilc «t, Susan C. 
Smithkline Beecham Corporation, USA 
PCT Int. Appl., 13 pp. 
CODEN: PIXXD2 
Patent 
English 

I CM C07C211-45 
ICS C07C215-56; C07C255-50 
FAN.CNtT (Ben2ene ' Its Derivatives, and Condensed Benzenoid Compounds, 
PATENT NO. 



DT 
LA 
IC 

CC 



KIND DATE 



PI 



APPLICATION NO. DATE 
WO 1999-US19494 19990826 



WO 2000012461 Al 20000309 

W: CA, JP, US 

Se' DK ' ES ' ™' <*' <*• «. IT, LU, MC, NL, 

£ 1^-2341711 19990826 

R- AT RF rw n* 2 ™ 10620 EP 1999-943937 19990826 

Si £' ' ES ' FR ' GB ' GR ' LI, LU, NL, SE, MC, PT, 
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JP 2003525856 T2 ?nmnam 

PRAI US 1998-98335P p i 99 l 0828 J * 2000 - 567 ^6 19990826 

WO 1999-US19494 W 19990826 
OS CAS REACT 132:180375 

AB This invention relates to a process for nr*™ o 

comprises bromination of o-aLSne folK'h °" 5 " Cyan ° pheno1 which 

resulting 2-raethoxy-4-bromoaniline anrf h 1 ? c ? anatlon of the 
2-methoxy-4-cyanoaniline Th^ I d «nethylation of 

Ph urea compds! Th * title C ° mpd - is usef "l 'or making certain 

* 



ST 
IT 



aminocyanophenol prepn manufg 



rt- tmu* /t i i "^°"' D " ;)i ' ^o9547-35-8P 

IMF (Industrial manufacture) - rpt /o aa 4- *.v 

d F rCl 7? ' 2_Amino - 5 -cyanophenol 

' IMF (Industrial manufacture) - SPW i^ni-h^ • 
(Preparation) ' ' SPN (Synthetic preparation) ; prep 

IT 90 n4 r n CeSS B f ° r .? aking 2 - ami n°-5-cyanophenol) 
ii 30-04-0, o-Anisidine 615-36-1 ?-r*-JL= t" 

RL: RCT (Reactant); RACT (Recant oT^gentT 

RE.CNT Pr ° Ce ?LRrA;fi n r g 4;r n0 - 5 - Cyan °P he -" ' ' 

RE ™ ERE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

(2) Fras'er- J oTVh^ S2 1942 ' V64 ' P1128 HCAPLUS 
1 m 9 Chem 1976 ' v41 ' P170-171 HCAPLUS 

(4) L e =; M;^^ph C a ha - N a S p 0 t C hoL 7 t 6 '•r 98 C ; ll, ' ^ ~ 

IT SSSSe^eloPrl-AmiSs'-SaSe^ 9 ^ ^ 1955 ' V3 ' 6 ' and P2 * 2 

(Lp^ationr^ 131 manUf3CtUre) ; SPN (Synthetic preparation,; PREP 
RN 5558?-2°6!o S nCAPLuf" 9 ^—^^-Phenol) 
CN Benzonitrile, 4-amino-3-hydroxy- (9CI, (CA INDEX NAME, 



H 2 N 




L13 ANSWER 20 OF 4 0 HCAPLUS COPYRIcht inn* *ne 
AN 1999:511161 HCAPLUS "BRIGHT 2003 ACS on STN 



DN 131:153732 
TI 



PA Board u ^ e M"=in^ P la s tio agonta 

- CD 

CODEN: PIXXD2 
DT Patent 
LA English 
IC ICM C07D498-00 
CC 1-6 (Pharmacology) 

Section cross-reference (s ) • ^ oq 
FAN.CNT 1 lSj " J ' 28 
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PATENT NO. 



KIND DATE 



PI WO 9940093 
WO 9940093 
W: AL, 
DK, 
KE, 
MW, 
TR, 
RW: GH, 

Fir 

CM, 
AU 9926574 
US 6528517 

PRAI US 1998-7365 
WO 1999-US24 

OS CAS REACT 131 

GI 



A2 19990812 
A3 20000127 
AM, AT, AU, AZ, BA, 
EE, ES, FI, GB, GD, 
KG, KP, KR, KZ, LC, 
MX, NO, NZ, PL, PT, 
TT, UA, UG, UZ, VN, 
GM, KE, LS, MW, SD, 
FR, GB, GR, IE, IT, 
GA, GN, GW, ML, MR, 
Al 19990823 
Bl 20030304 
8P P 19980204 
00 W 19990204 
: 153732; MARPAT 131: 



APPLICATION NO. DATE 

WO 1999-US2400 19990204 




— /i 19990204 

US 1999-245019 19990204 



153732 



* STRUCTURE UIAURAM TOO LARUE FOR DIS PLAY - AVAILABLE VIA OFFLINE PRXNT • 

design and .ynth.fiz.T.^'."^.^^.^^^ " C "" 1 " " 

independently N, O S C m rw?v V \ ' 2 '" A = °' S ' C; B, C = 
amino, haloalkyi, or Ll'o; z'^haio or S-Sn^Vfi" N0: \ NH2 ' alkyl 
carboxy-protecting group; R2 = H halo rf « ?i\ ?7 6 9 rou P ; R1 = H or 
anticancer or antibiotic^ activity . Ihus^Et 2 3^5 ^ ^ 

SSSSSSSJa^S' ^ °? ; S01 ^ -PPO- resin by 
amts. of to fori the soSd-bound hT ^ the Pr6SenCe ° f -talytic 

treated with DMF d i e If ! u''^ 0651 "' The este * w« 
pyridine to aenera , * y . ^nophenol in the presence of 

cycled and further .deri^S^t^^S^^ 

1 «f)- (3 " amin °Pyrrolidin-l-yl,-2-fi U oro-4-oxo-4H-pvr 1 dor3 7 i 
k,l phenoxazme-5-carboxylic acid TFA salt (IT ?fS» 'fi 
activity of these compds is thounhJ i-« (II • CF3C02H) . The anticancer 

topoisomerase II-DNA complex anS/S i OP "? te V " stab il^ation of the 
the antibiotic activity of rhese comoS "J "1 th ^^uplexes, while 

inhibit gyrase, the bacterial L ? ' derlV6S fr ° m their abi ^y to 
inhibition, DNA unwind^" and Storoxrcitv^^f^' ' D ? Catenati ° n 
pyridobenzophenoxazines were oiS £ Y ? r select ^ 
inhibition was reported with ?rsn i exa ™Ple, topoisomerase II 

q"inobenzoxazi n rpyridobenzLienL^- UeS "T" 9 from °' 22 to 1-84 .mu.M. 
antibiotic anticancer nrenn P ? r a f P^donaphthophenoxazine 
II DNA gyrase inhrbirion ? ' qUadrU P lex interaction compd; topoisomerase 
Structure-activity relationship 

antineoplastic agents) a "PJ-ex interactions for use as 

IT Intestine, neoplasm 
Intestine, neoplasm 

(colon, inhibitors; synthesis of quinobenzoxazine analogs with 
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toPojsomerase II and quadruplex interaction, for use as antineoplastic 
IT Antitumor agents 

IT Antitumor agents antineoplastic agents) 

w^to^^^^ analogs 
antineoplastic agents) * uaelru P lex interactions for use as 
IT Antitumor agents 

(lymphoma; synthesis of quinobenzoxa^i n» a „=i~„ 

and quadruplex interarnlcT analogs with topoisomerase II 

IT Antitumor agents lnteractlons for us * as antineoplastic agents) 

(mammary gland; synthesis of quinobenzoxazine analoas with 
topoisomerase II and quadruplex intanpHnn. f analogs with 
agents) "rupiex interactions for use as antineoplastic 

IT Antitumor agents 

IT Mammary gland antineoplastic agents) 

Mammary gland 
Prostate gland 
Prostate gland 

agents) ^P-Lex interactions for use as antineoplastic 

IT Lung, neoplasm 
Lung, neoplasm 

(non-small-cell carcinoma, inhibitors- sun fh«; c 

analogs with topoisomerase n «h ^ synthesis of quinobenzoxazine 
antineoplastic agenS? quadruplex interactions for use as 

IT Antitumor agents 

agents) P X lnte "ctions for use as antineoplastic 

IT Antibiotics 

Antitumor agents 

(synthesis of quinobenzoxazine anal™* w n-u #. 

xt i«a^r,JSss=: i f r use ;: -^&°s:sr 11 and 

^|nin B ^ ~ --^--assified) ; MSC 

^^u^*^£^~™ ™ ^h topoisomerase 
IT 99735-29-2DP, resin-supp^red ' e " Tltstl ^^"tic agents) 
216501-10-9P 216501-14-3P 9?«m J16501-07-4P 216501-08-5P 
216501-22-3P 2165 01 -2 -5P 237425-14 8DP 216501 - 18 - 7P 216501-20-1P 
237425-15-9DP, resin-supported ester 23^ V^Z^ 0 ^ SSter 
ester 237425-18-2P 237425-1^35 £¥£l resin -supported 
237425-22-8P 237425-23-9P 237425-24-0P Alll, J37425-21-7P 
237425-27-3P 237425-28-4P 237425-25-lP 237425-26-2P 

(ReactLt^rre^gintr" <SynthetiC > ™* (Preparation,; pact 

"-TSdSplL^ topoisomerase 
IT 95-55-6, 2-Aminophenol 606-Jl-? 2-Amfno 1 "'"^"tic agents, 
l 7 Amino-2-naphthol hydrochloride o5 ! ? f f ,h\ 19 ?T ~ 2 ' 
dione 2834-92-6, l-Amino-2-naphthol 33 lij'-et- l~ t *£^\5£££T*'*- 
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9003-53-6D, Polystyrene, Wang resin 56432-31-6 57?fin 7i c t 

S?gK!.-i " 742 " !l8 ^SSS-^SSSj.o 99724 " 19 - 3 

RL : RCT (Reactant) ; pact (Reactant or reagent) 

inTg^upL^ ««**- with topoiso.erase II 

IT 216501-43-8P 216501-45-OP %f«n? 5-, 2 antineoplastic agents) 

237424- 91-8P 237424- 3-OP ll^Ul J??"*""-" "7424-89-4P 

237425- 00-2P 237425-01-3P 237425-02 4P «?J5J~S~f P 2374 24-99-6P 
237425-06-8P 237425-07-9P 237425-Ss OP " " 5P 237425-04-6P 
237425-11-5P 237425-13-7P 237425-09-1P 237425-10-4P 

S^u^Sa^g^frS' except adverse); BSU (Biological 

qua^ru^lex StSS^^;^.^-^,^™- " and 
IT 70458-96-7, Norfloxacin 15?035-57-7 S«n? 'if J C 

216501-29-0 216501-31-4 2lKnf\J « S™ 12 " 1 21650 l"27-8 
216501-39-2 216501-41-6 215501 - 33 - 6 216501-35-8 216501-37-0 

"uncLlS 21) f*^ ™ biological 

(Uses) ' (Therapeutic use); BIOL (Biological study) ; USES 

SruSx L^e q racSo^^fu n ;e a a:^\ g ^ Wit ^ tOPOiSOme " Se 11 - 
IT 237425-29-5 antineoplastic agents) 

RL: RCT (Reactant); RACT (Reactant or reagent) 

inrgu^rupL y x n \ h n e ;erac^o^ in ^ru:ra Z s ne to P°i™e II 

237425-29-5 HCAPLUS aCZ ^° ns £or use as antineoplastic agents) 

£^SC*?%L^ 2-,tri m ethylsilyl )e tnyl 



RN 
CN 




» SSlaf S^S MM C0PYRIGHT 2003 * cs - ™ 



DN 130:267221 
TI 

IN 




U.S., 43 pp., Cont.-in-part of U s KT 0ftrt „ 

CODEN: USXXAM S * Ser * No ' 3 90,260, abandoned. 

DT Patent 

LA English 

IC I CM A61K031-17 
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NCL 514596000 

CC 25-21 (Benzene, Its Derivatives, and 

Section cross-reference (s ) : 1 
FAN.CNT 4 



PI 



PRAI 



OS 
GI 



PATENT NO. 



US 5886044 

US 5780483 

US 6211373 

US 6262113 

US 6180675 

US 1995-390260 

WO 1996-US2260 

US 1996-641990 

US 1996-701299 

WO 1996-US13632 

MAR PAT 130:267221 



KIND 


DATE 


A 


19990323 


A 


19980714 


Bl 


20010403 


Bl 


20010717 


Bl 


20010130 


B2 


19950217 


W 


19960216 


A2 


19960320 


A3 


19960821 


W 


19960821 



Condensed Benzenoid Compounds) 



APPLICATION NO. DATE 



US 1996-641990 
US 1996-701299 
US 1998-111663 
US 1998-125279 
US 1999-240354 



19960320 
19960821 
19980708 
19980814 
19990129 




AB 



ST 



IT 



The title compds . [I; X = O S« R - nw. m t, ^ n 

halo, CN, et/; n = 1-3; m = l^f "usefufin ?h h * l0 \ N ° 2 ' etc '' Y = H, 

states mediated by the chemokin 'inteSeu^n-5 (iTb^ 611 ' ? 

atopic dermatitis a ^hm, „w ' • Ln ^ er±euKln 8 (IL-8), such as psoriasis, 

arteritis, iS^J^^X^'SS^ 5*"° n «* diSSaSe ' ARDS ' 
colitis, septic shock tS .! ! ta 8 disease, ulcerative 

reperfusion injury restenosis S s ^ dro ^, stroke, cardiac and renal 
thrombosis, Alznelme" ITsllle VrlT^'^l 1 ^ 0 ^ 1 ^ 
rejection, etc., were oreod f „ f- reaction, allograft 

inhibitors of Gro-. alpha, binding'^ "abcTte ^"eS" ^ ^ ^ 
phenylurea prepn interleukin ft • I. level. 

atopic dermatitis pnLylurea prJpn • ^n^stE "'h ph ^ lu " a 
chronic obstructive nulm™-™, P " pn ' antiasthmatic phenylurea prepn; 

Phenylurea P^"n?^^^ y ^rd£•:^i U Sl l ;^ Pn, -"""^tic 
disease phenylurea prepn- ul«r«H« i ! P^nylurea prepn; Crohn's 
shock phenylurea prepn [ok I J " P hen y lurea Prepn; septic 

Phenylurea Ve P n;^ e ; fu ^ n £j£ y 'S£SE renafT* ?" Pn; Str0ke 
restenosis phenylurea orenn • an^f ca rdiac renal phenylurea prepn; 

glomerulonephriSs phenS r ; a ™n T^?^ 1 ""* prepn; 
Alzheimer ■ /disease^ a'p • otic P^nylurea prepn; 

phenylurea prepn; allograft reaction * h ° St reaction 

chemokine inhibitor nhenvlnrff phenylurea prepn; gro alpha 

prepn nhl ^tor phenylurea prepn; MGSA chemokine inhibitor phenylurea 

Chemokine receptors 

RL: BSU (Biological study, unclassified,; MSG (Miscellaneous,; BIOL 
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(Biological study) 
IT CheSe ; rL r St;rf Ph6nylureas as IL " 8 "ceptor antagonists, 

(Biofogi^^stu 9 ^ 1 StUdy ' UnclaSSifi ^) I »C (Miscellaneous,; BIOL 

(CXCR2; prepn. of phenylureas a<? tt-r 
IT Intestine, disease ^ u "as as IL 8 receptor antagonists) 

(Crohn's, treatment of; prepn. of phenylureas as IL-fi w *. 
antagonists) F"^yiureas as il-8 receptor 

IT Respiratory distress syndrome 

intago t ;is t ts e r ment ° f '* ^ ° f - IL-8 receptor 

IT Transplant rejection 

(allotransplant, treatment of; prepn. of phenylureas as it ft r-n - 
antagonists) ^uyiuieas as iL-8 receptor 

IT Dermatitis 

int^nistsT^ 0f '' ° f P hen ^— as IL-8 receptor 

IT Lung, disease 

£££ SSSSi ° fJ P " P "- ° £ as IL-8 

IT Kidney, disease 

IT Transplant and Transplantation 

rlc^oran^go'nL^' 1011 ' ° f> P ^ ° f P^ylureas as IL-8 

IT Intestine, disease 

anca'gonTs^r' ° f ' ^ ° f P^^-as as IL-8 receptor 

RL • a B?u a 1 *fT h 7 St f mulatin 9 activity- . alpha . 
SioJogiiS^" 1 StUdy ' Unclass "ied,; MSC (Miscellaneous,; BIOL 

rece'ptor^ntalonCt^ 1 ^ 3 - ° f P^nylureas as IL-8 

IT Reperfusion 

Antiasthmatics 
Anticoagulants 

IT Art^y^s^sf^ 1 "^ 3 35 IL " 8 —ptor antagonists, 

iSg^ts 8 ; treatment ° f; P^n. of phenylureas as IL-8 receptor 
IT Shock (circulatory collapse) 

int^gonists" 3 ' 111611 ' PrePn - ° f «*~yl»«« as IL-8 receptor 
IT Brain, disease 

int t a r °o k ni s L r r atment **' ^ °' P h «V^«« as IL-8 receptor 
IT Shock (circulatory collapse) 

£S&?S4££S7' tte "" ent ° f; p " pn - ° £ « r L - 8 

IT Alzheimer's disease 
Angiogenesis 
Psoriasis 

(treatment of; prepn. of phenylureas as tt r ^ 

piienyxureas as IL-8 receptor antagonists) 
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IT 



IT Intestine, disease 

(ulcerative colitis, treatment of; prepn. of phenylureas as IT fi 
receptor antagonists) P«enyxureas as IL-8 

Interleukin 8 receptors 

(BlologiSItu 9 ^ 1 StUdy ' UnClaSSified ^ *SC (Miscellaneous,; BIOL 
IT Inti;i a eSL a n^ P r r e e S pt : r f s PhenylUreaS 33 1M antagonists, 

^ogicaj^udyf UnclaSsif ied > ' (Miscellaneous,; BIOL 

RL: BAG (Biological activity or Ifftll ? 182498-99-3P 182499-02-1P 
study, unclassified, TrS (Reactantf Tf'K adverse) ; BSU (Biological 

(Therapeutic use); MOL Wi ologica * study, ^ e (PreL reParat |° n) ' ™ U 
(Reactant or reagent); USES (Uses, ' (Preparation,; RACT 

IT 25751-8?-5P° f K^f^ " o*™ r6Ce P tor antagonists) 

87 5P 85915-46-4P 88846-90-6P 92949-89-8P 11774s ^9 id 

182498-03-9P 182498-07-3P 182498-11-9?" 182498 ,p 
182498-20-0P 182498-22-2P 182498-25-5P " J JZjJlg 

182498-31-3P — — ~ " c ^ u bF 

182498-38-0P 
182498-46-0P 
182498-54-0P 
182498-63-1P 
182498-69-7P 
182498-74-4P 
182498-80-2P 
182498-85-7P 
182498-90-4P 

182498- 95-9P 

182499- 01-0P 
182499-07-6P 
182499-12-3P 
182499-17-8P 
182499-22-5P 
182499-28-lP 
182499-33-8P 
182499-38-3P 
182499-43-0P 
182499-48-5P 
182499-53-2P 
182499-58-7P 
182499-63-4P 
182499-68-9P 

2-Phenylaminocarbonylphenol 88-67-S I ? 5 k Y lsoc y^ate 87-17-2, 
2-Phenylphenol 91-93-0 95-54-5 '2 12- 9 °~ 43 ~ ? ' 

100-46- 9 9, BenzyHmlnef rea^ 71 "- 57 p^ ^Nitro^-hydroxyLiline 

106-40-1, 4-BroUiline n - 3-2 n ; l * S ° C ^ te ' -actions 

aminoanthraquinone 117-99-7 121-51 7 2 « ^ 2 - Hvdro *y-3- 

121 51-7, 3-Nitrobenzenesulfonyl chloride 



160383-78-8P 

182498-18-6P 

182498-28-8P 

182498-34-6P 

182498-44-8P 

182498-50-6P 

182498-59-5P 

182498-67-5P 

182498-72-2P 

182498-77-7P 

182498-83-5P 

182498-88-0P 

182498-93-7P 

182498- 98-2P 

182499- 05-4P 
182499-10-1P 
182499-15-6P 
182499-20-3P 
182499-26-9P 
182499-31-6P 
182499-36-1P 
182499-41-8P 
182499-46-3P 
182499-51-0P 
182499-56-5P 
182499-61-2P 
182499-66-7P 
182499-71-4P 



182498-30-2P 

182498-35-7P 

182498-45-9P 

182498-52-8P 

182498-62-0P 

182498-68-6P 

182498-73-3P 

182498-78-8P 

182498-84-6P 

182498-89-1P 

182498- 94-8P 

182499- 00-9P 
182499-06-5P 
182499-11-2P 
182499-16-7P 
182499-21-4P 
182499-27-0P 
182499-32-7P 
182499-37-2P 
182499-42-9P 
182499-47-4P 
182499-52-1P 
182499-57-6P 
182499-62-3P 
182499-67-8P 
182499-72-5P 



182498-32-4P 

182498-40-4P 

182498-47-1P 

182498-55-1P 

182498-64-2P 

182498-70-0P 

182498-75-5P 

182498-81-3P 

182498-86-8P 

182498-91-5P 

182498- 96-0P 

182499- 03-2P 
182499-08-7P 
182499-13-4P 
182499-18-9P 
182499-23-6P 
182499-29-2P 
182499-34-9P 
182499-39-4P 
182499-44-1P 
182499-49-6P 
182499-54-3P 
182499-59-8P 
182499-64-5P 
182499-69-0P 
182700-31-8P 



182498-33-5P 
182498-42-6P 
182498-48-2P 
182498-57-3P 
182498-66-4P 
182498-71-1P 
182498-76-6P 
182498-82-4P 
182498-87-9P 
182498-92-6P 

182498- 97-1P 

182499- 04-3P 
182499-09-8P 
182499-14-5P 
182499-19-0P 
182499-25-8P 
182499-30-5P 
182499-35-0P 
182499-40-7P 
182499-45-2P 
182499-50-9P 
182499-55-4P 
182499-60-1P 
182499-65-6P 
182499-70-3P 
222172-42-1P 

BSU (Biological 
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HlZ^'Jk 4 7^ cet ^ mido P he nylsulfonyl chloride 121-88-0 

1 T^Z h" ltr °P heno1 137-07-5, 2-Aminothiophenol 274-09-9 
1/3-Benzodioxole 320-76-3 3?9-rn-i q t uy y ' 

385-01-3, 2-Nitro-3-fluorophenol LJ^l'o f ^"^t^enyl isocyanate 
394-33-2, 4-riuoro-2-nit4henc1 40 - I ,' ^ : h ^^ be -- acid 

^ S-TT^n^ 6 ^° 0 -"' 7 ' 4 - Trifl ---Sy"2- 3 nitrophenol 
.50-4, 2-Tnfluoromethylphenol 446-^fi-fi r e-i,, "^opnenoi 
534-85-0, 2-Anilinoaniline 570-23-0 % w * 5 ~ F ^ uoro - 2 - ni tro P henol 
576-24-9, 2,3-DichloropJenol SSO-Sl^ 2 -^Z^\\^^^ acid 
2-Hydroxycinnamic acid 588-30-7 3 H l„ y Ph6n01 583 -17-5, 

2-Hydroxy-3-nitroaniline 609-8^2 K SicMortT „ 603 - 87 - 2 ' 

611-20-1, 2-Cyanophenol 614-68-6 2 irLSif J 7 2-nitrophenol 
2-Bromoaniline 618-45-1 t!1 ' ^thylphenyl isocyanate 615-36-1, 
644-35-9, 2-n-Propylphenoi 7oS-3?-9 TlSl «0-17-7 f 3-Ethylphenol 

2- Methoxyphenyl isLyanate ^6-04-s' f^tro-5-methylphenol 700-87-8, 
chloride 837-95-6 2-Nit™ ' (T " flu °r°n«thyl)benzenesulfonyl 
873-62-1, 3-Cyanophenol ««"ff I U °" me thylben 2 ene S ulf onyl chloride Y 

1592-00-3, 2-Lo4henyl isocyanate 6 ' 'l^ ^TTSo^H 1 iS ? C ^ nat e 
chloride 1899-93-0 1939-qq n n , ' 4_Phenox yphenylsulf onyl 

3- Cyanoaniline 2243-42-7 ? pk' Ben ^ lsulfon yl chloride 2237-30-1, 
o m .ci 4^-/, 2-Phenoxybenzoic acid ??fl^ io o 
2-Tnfluoromethylphenyl isocyanate 2374-03 n ? » ^ 285-12-3, 

acid 2493-02-9, 4-Bio»opheJyJ iSocyf nlre 261 111 ^xy-^ndnobenzoic 
isocyanate 2834-92-6 o ocyanate 2612-57-9, 2, 4-Dichlorophenyl 

2-Hydroxy-4-n,ethylaniline ^^O^o'TH^f *** 2835 " 98 -^ 
2-Chlorophenyl isocyana^ 3320-^ 5' I"! ^""J^f"^™! 3320-83-0, 
3470-49-3 4091 5 cf 7 7 86-3, 2-Nitrophenyl isocyanate 

isocyanate 5417-63~-0 3-Amino 2°h^H Chl ° ri ^ 5395 " 7 1-1' 2-Ethoxyphenyl 

2- Benzyloxyphenol 6 44 5 S ^S^^f phthalene 6272-38-4, Y 

3- Hydroxybe^zophenone \s 29^1 I^MlXn^ 0 ^^^ 1302 °-^-0, 
16744-98-2, 2-Fluorophenyl Isocyanate "g?-S-2 TL^T* , 
isocyanate 17573-92-1 % Mo *-h5 7-u ,/ 2 ' 2_Phen ylphenyl 
3-Chloro 9 u , ' 3-Methoxythiophene 17802-02-7 

3 Ulioro-2-nitrophenol 18493-15-7 imn/i n ■= „ . ' 
chloride 18908-07-1, 3-MethoxvnhL,i 18704 ~ 37 - 5 ' 8-Quinolinesulfonyl 
21286-54-4 23095-31^0 ^ h ° x ^nyl isocyanate 20513-43-3 
23138-55-8 * C ' 3 ' 4 " Dlmethox yphenylsulfonyl chloride 

tlllltll' ^gSST 1 S!Si-1 2 2 S 5 " 22 ; 3 35821 ""- 5 

isocyanate 52260-30-7 2-Mp1-m,h->^ u , . ' ' 3-Dichlorophenyl 

2,4-Dibromophenyl i.^t^g^SS^S^"- 5 f 76 " 90 - 9 " 
hydroxybenzoate 65295-69-4 2 * n?*i, Methyl 4-anuno-3- 
2-Acetamido-4-methyl-5-thia z ; i i.n! i 1 "^ 1 isocyanate 69812-29-9, 
2,3-Difl U oro-6-nUropheno-i 99 968 u 82il9 ~ 2 ^' 
126714-85-0, 2,3-01chlSmo^-";i f ^Ir^:^ h ^^ liM 
5-Anunocarbonyl-2-aminophenol P JmIoS^T 2-xrif^o 146224 " 62 - 6 ' 
isocyanate 182500-27-2 2-Ami™ * c J \ ' f luorom ethoxyphenyl 

182500-30-7, 3,5 6-Trifluorn^K ^ ' dlphenylpheno1 182500-29-4 
4-Trifluoro; e thyi-3-fiuoro Tl~¥ droK ^ 1 ^ 182500-31-8, 
RL: RCT (Keacta^ ^2S2?T^t, 183513 - 64 - 6 2 ° 1532 - 49 " 2 
IT 399-?7 r -??- °4 f of-^ y 5p rea .%f J L " 8 rece P tor antagonists, 

1548-62-5 P P 4 4°Li- 7 ;S! 9 p "iiSlo" Sp"^!. «f- 62 - 8P 1214 ~ 44 - 4 * 
carboxylic acid 7256-03-3P 14543-43 SI J; 3_BenZOdloxole - 4 - 
18495-15-3P 28165-60-8P 28177-79-9P 31 fi Jf 8 «~S~ 1P 130 ^-99-0F 

1..7 2M «, 1M ,» « « jj^^j 
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182499-78-1P 
182499-83-8P 
182499-88-3P 
182499-93-0P 

182499- 98-5P 

182500- 03-4P 
182500-08-9P 
182500-13-6P 
182500-18-1P 



182499-79-2P 
182499-84-9P 
182499-89-4P 
182499-94-1P 

182499- 99-6P 

182500- 04-5P 
182500-09-OP 
182500-14-7P 
182500-19-2P 
182500-24-9P 



182499-80-5P 
182499-85-0P 
182499-90-7P 

182499- 95-2P 

182500- 00-1P 
182500-05-6P 
182500-10-3P 
182500-15-8P 
182500-20-5P 
182500-25-OP 



182499-81-6P 
182499-86-1P 
182499-91-8P 

182499- 96-3P 

182500- 01-2P 
182500-06-7P 
182500-11-4P 
182500-16-9P 
182500-21-6P 
182700-32-9P 



182499- 
182499- 
182499- 
182499- 
182500- 
182500- 
182500- 
182500- 
182500- 
182700- 



(Synthetxc preparation); PREP (Preparation) 



182500-23-8P 
RL: RCT (Reactant); SPN 
(Reactant or reagent) 

RE.CNT 7? rePn T HERE P AlS y 70 r r^vn S D IL " 8 rece P to ^ antagonists, 

RE ™ ERE ARE 70 CITED REFERENCES AVAILABLE FOR THIS RECORD 

(1) Adams; US 5447957 1995 HCAPLUS 



-82-7P 
•87-2P 
-92-9P 
•97-4P 
02-3P 
07-8P 
12-5P 
17-OP 
22-7P 
33-OP 
; RACT 



(2) Anon 

( 3 ) Anon 

(4) Anon 

(5) Anon 

(6) Anon 

(7) Anon 

(8) Anon 

(9) Anon 

(10) Anon 

(11) Anon 

(12) Anon 
(13, Anon 

(14) Anon 

(15) Anon 

(16) Anon 

(17) Anon 

(18) Anon 

(19) Anon 

(20) Anon 

(21) Anon 

(22) Anon 

(23) Anon 



GB 1210596 1970 
CH 506240 1971 HCAPLUS 
GB 1281437 1972 HCAPLUS 
GB 1393854 1973 HCAPLUS 
DE 2241470 1973 HCAPLUS 
JP 55098152 1980 HCAPLUS 
CA 1157022 1983 HCAPLUS 
CA 1166252 1984 HCAPLUS 
JP 60126256 1985 HCAPLUS 
DE 253997 Al 1988 
JP 02009827 1990 HCAPLUS 
JP 03215848 1992 HCAPLUS 
EP 467185 1992 HCAPLUS 
EP 0541112 1993 HCAPLUS 
EP 0561687 1993 HCAPLUS 
AU 93134950 1993 
WO 9314146 1993 HCAPLUS 
WO 9316992 1993 HCAPLUS 
JP 06313992 1994 HCAPLUS 
WO 9407507 1994 HCAPLUS 
WO 9422807 1994 HCAPLUS 



WO 9610213 1996 HCAPLUS 
U4 Ayral-Kaloustian; US 5312831 1994 HCAPLUS 

26 S ; 1* Bel *e ^67, V32 hS S 

„ ^ ! J Med Chera 19 90, V33(5), P1330 HCAPLUS 

28 S riStOV f' A; ° 0kl B °l9 Akad Nak 198^ V^9 ("f P125 

28 Conrow; US 4591604 1986 HCAPLUS 1 ' ' ?125 

29 Conrow; US 4608205 1986 HCAPLUS 

30 Craig; Drug Metab Dispos 1989, V17(3), P345 HCAPLUS 

31 Dieter; US 5384330 1995 HCAPLUS HCAPLUS 

32 Dixon; US 5470882 1995 HCAPLUS 
2 l err t ni! US 5384319 1995 HCAPLUS 

Ui\ S^^SieSS^HSKw 1979 ' V32(3) ' P369 hcaplus 

( ( 37 6 ! Ga^bo"' A- Probl ?T V23<9) ' P1 ° 48 HCAPLUS 

(38, GrueS ^AnaTroxicoTl^^vn ^ V? ' P19 HCAPLU * 
(39, Hauptmann; 1988 HCAPlSs ' U2) ' P?5 HCAPLUS 

25, P816 HCAPLUS 

4? S 1 Jf S; J TOXiCal Appl Pharm !978, V46(2, P323 hcapttt* 
42 Holland; US 3855285 1974 HCAPLUS HCAPLUS 

(43, Holland; US 3856951 1974 HCAPLUS 
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(44) Holland; US 3869553 1975 HCAPLUS 

(45) Holland; US 3882230 1975 HCAPLUS 

^ff" r ^ P ^ tochemist ^ 1980, V19(7), P1309 HCAPLUS 
47 Jeffcoat; Drug Metab Dispos 1980, V5(2) P157 

(48) Kabbe; US 4405644 1983 HCAPLUS 

(49) Krause, G; Biochem Physiol Pflanz 1979, V174 (2) P128 HCAPtt,* 
50 Lozanova; Dokl Bulg Akad Nauk 1993, V46(ll>, P85 ScAPlSs 

(51) Magnoli; US 3996253 1976 HCAPLUS HCAPLUS 

(52) Marschner; US 5585518 1996 HCAPLUS 

53) Martin; US 2363074 1944 HCAPLUS 

54) Mashev, N; Dokl Bolg Akad Nauk 1985, V38(l), Pi 07 HCAPIUS 
56 M a u heV ' B N; D ° kl Bol 9 Aka 9 Nauk 1979 V32 11 , P?55 

57 6 ?ndT aSi T S lar ° V 1981 ' V26(4 >' P "l HCAPLUS 

58 Rao J ££ rh l^J^ 1981 ' V49(6) ' P229 "CAPLUS 
lJO ' Kao ' J Ind Chern Soc 1973, VL P492 

(60) SShllf K Sl1 ImnUn01 198? ' V 1° 5 (D^ PUB HCAPLUS 
60 Schellenbaum; US 3689550 1972 HCAPLUS 

62 ItiuT 1 ' V ^ 1982 ' V31(4) ' P32 l HCAPLUS 

« L ? 6r ' G; Z pf lanzenkrankh 1983, V90(5) P500 wapiti* 

(63) Shultis; US 3332981 1967 HCAPLUS VyU(;5, ' P500 HCAPLUS 

(64) Sueda; US 5621010 1997 HCAPLUS 

66 S"' V. £: I 3561 r a ^ aiShl 1989 ' V40(8) ' P691 HCAPLUS 
(67, ^adar^grrc^od^n- »" ~ 

K^'^^LS-^ »«; V3S«8) PU, HCAPLUS 
(70) weigel; US 5275932 1994 HCAPLUS HCAPLUS 
IT 55586-26-0P 

?Reactant R :r C r^gintr N (Synthetlc Preparation, , prep (Preparation,; ract 

RN 55586-2To IcSSf"" " IL " 8 ^agonists) 
CN Benzonitrile, 4-amino-3-hydroxy- (9CI, (CA INDEX NAME, 




- SLl^9 0F HC^PLU H S CAPLUS C0PYRIGHT 2003 ** » -N 



DN 130:155251 
TI 



IN 

PA 
SO 



2M£°2£3 , Jii2£r' theit - «• « -nticorrosion 

CFPI Industries, Fr. m<=nele ' Bonni n< Joel; Gagnepain, Stephane 



PCT Int. Appl., 30 pp. 
CODEN: PIXXD2 
DT Patent 
LA French 
IC ICM C07C215-80 

ICS C07C215-50; C23F011-14; C09D005-08 
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CC 45-4 (Industrial Organic Chemical «= t^ = *-k 

Section cross-references) T? ' Leather ' Fats ' ™* Waxes) 
FAN.CNT 1 ' " 

PATENT NO. RIND nATR 

____ APPLICATION NO. DATE 

PI WO 9905089 AI lOdonon/i 

W: CA, JP, US 19990204 WO 1998-FR1629 19980723 

RW: AT, BE, CH, CY, DE, DK, ES, FI FR GB PR t, t , 

PT, SE ' ' K ' GB ' GR ' IE ' IT, LU, MC, NL, 
FR 2766483 ai iqqqmoa 

CN 1204646 a ™ 1997-9503 19970725 

EP 998448 Jl CN 1998 -103149 19980702 

R= AT, BE, DE DK, ES FR gb IT^", 8 ; 940319 19980723 

JP 2001510820 T2 200^0807 ' t L ' SE ' PT 

PRAI FR 1997-9503 A 19970725 2000-504091 19980723 

WO 1998-FR1629 W 19980723 
OS MARPAT 130:155251 
GI 




AB The amines have the formula I TO = OH mho , 

((poly) hydroxy) alkyl; (each) b? - » 'm « ' (e9Ch) R1 = C1 ~ 8 
V2 = OH; Z.= £ CH2 y NRlR2 e ]? ' I act £ redLinr 1 ^ ^ Y1 and '" 

agents for Fe, and are useful on m^af «nS * 3nd " chel *ting 

corrosion and for imorov-i ™ «, k surfaces for prevention of 

of o-C6H4(OH,2 witnTcXa^N-^^^ ^ condensation 

naxt., which was effective as is and ll^ I ^ a 1 as an isora " 
adipic acid 0.5, H3P04 0 , h I 0 L" 0 ?^'^ soln - <=ontg. 

triethylenetetramine to dH fi n , 1, °' 1 soda °- 15 g/L and * 
dried, and coated t ?! D ^ t0 de 5 rea ^d and rinsed steel 
corrosion resistance P lnt t0 Show ^ellenf adhesion and 

ST hydroxybenzylamine deriv corrosion i^K-*. 

deriv riV COrroslon inhibitor; primer hydroxybenzylamine 

IT Primers (paints) 

Sces^ ^^^^oxybenzyl, amines as adhesion promoters for metal 
IT Galvanized steel 

RL: MSC (Miscellaneous) 

IT CorrS\n\\b\ 1 to y 'i hydr ° XybenZyl,arai - s aS anticorrosion agents for) 
Mannich reaction 

s ( SSce s r f ^^'^^n^Damines as anticorrosion agents for metal 

" RL 59 ^ 69 ; 2 ' Stee1 ' -scellaneous 
RL: MSC (Miscellaneous) 



IT 
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IT 



RL 02 ! 4 ^ 0 ^ 22024 7-10-9P 220247-11-OP 

IMF (Industrial manufacture) • TEM ir-^t ■, 
use); PREP (Preparation); USES (Use sT (T6ChniCal or engineered material 
Sees?' alk ^ (h ^^en Zy i, amines as anticorrosion agenfcs for mefcai 

^ 0 Al 0 n~ophe F n^T ld lS^e3-rTr: h 1 81 : 66 : 1 ' Mallei 95-55-6, 
1,2-Benzenediol, reactions elstitT^Ti , 120 " 80 - 9 ' 
RL: RCT (Reactant); RACT (Reactant or reagent) ylglUCamine 

(prg^of al k yl(h y dro Xyb en 2y l ) amines a a g s en a t nticorrosion agents for metal 
HE-CNT 10 THERE ARE 10 CITED REFERENCES AVAILABLE FOR THIS RECORD 

5! 22 r n 2 ? h ~soc iSWff' P2975 

HCAPLUS American Chemical Societ y 1964, V86, P49 59 

(5) Ici Pic; EP 0517356 A 1992 HCAPLUS 
lo) Jia, G; S y nthesis of several u i 

HCAPLUS several catechol-methylamine derivatives 1991, V 17 

NickoJoff P 5 ar R- SC i 1981 ' V7 ° (7) ' P806 HCAPLUS 
Snaign^i Yik; D^xue^T* 1985 ' V24(4) ' P999 HCAPLUS 

derivati^e Y s k 199ir U V18m a °p 67 SyntheSiS ° f catechol-diamine 
IT 0> 220^7-io^ 2802820 A 1957 HCAPLUS 

Sif^i^ttM'S^Ji ™ <" al « engineered material 
(prepn. of alkyl (h y drox y benz y l ) amines as anH™. • 

surfaces) > ' y 'amines as anticorrosion agents for metal 

220247-10-9 HCAPLUS 

no) ] f5. [llde^xy- f ( 9Cir n ?cr?NDEnA^ E r Phenylene) [meth y lene (methylinu 



(7) 
(8) 
(9) 



RN 
CN 



Absolute stereochemistry 





L13 

AN 

DN 

TI 

IN 

PA 



ANSWER 23 OF 40 HCAPLUS COPYRIGHT ?nn* ane 
1998:774255 HCAPLUS "'"RIGHT 2003 ACS on STN 
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Preparation of hydroxyanilinocyclobutenedi nn« c 

Quagl la to, Dominick A.; MatelanT EdwarS M An/* S ™°* h mUSCle relaxants 
American Home Products Corporation/ USA Antane ^ Madelene M. 
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SO 



U . S . , 6 pp . 
CODEN: USXXAM 
Patent 
English 

ICM A01N033-02 

NCL 5H64?0 0 oT 33 - 06; C07C ° 51 - 16 '- C07C211-00 

CC 1-12 (Pharmacology) 

™« Section cross-reference (s) : 25 
FAN.CNT 1 

PATENT NO. KIND DATF 

.... APPLICATION NO. DATE 



DT 
LA 
IC 



PI US 5840764 
PRAI US 1998-7335 

OS MAR PAT 130:10667 
GI 



19981124 
19980114 



US 1998-7335 



19980114 





ST 



IT 



The title compels I (ri — ai l- i 

polyfluoroalk y l;' R2 ,R3 and 1 S^Z^L f^"?*' 1 *^ fluoroalkyl, o, 
their salts are prepd. as smooth muscL relaxants f " hydroxyl > and 
treatment of incontinence and irri^hl! relaxants. I are useful for the 
hydroxyanilinocyclobutenedion. nf ° Wel s y nd r°me. 

incontinence treatment KdroxvaSn V Sm00th mUSCle relaxant; 

bowel syndrome treat^^S^Sf^i 0 ^^ 0 ^ der±V; "rirable 
Bladder nyarox yanilinocyclobutenedione deriv 

(irrifble bowe! syn,^ ttMtment „ it „ hydrollyanlllnocyclobutTOe<lion 
IT Muscle relaxants 

IT 18495-S^p h ^ yanilinoc y c l°butenediones) 

l^f^-L- 3 ^ ^S* 1 **! 1 ^ 5558S-26-0P 

RL: RCT (Reactant); SPN ( ynth "r V 211172-53-lP 211172-54-2P 

(Reactant or reagent) (Synthetlc Preparation); PR EP (Preparation); RACT 

-^rSia^nt^ Prepn - ° f h ^roxyanilinocyclobutenedione deriv. smooth 

IT $™9«™™> i^tmn 21 — 

SPN (Synthetic preparation) • thii ro.*,! 
study,; PR E p (Preparation); SsES UM) ; BI ° L biological 

IT 75-64 r Q Pn ; a f f m °° th muscle relaxant) 

2835-97% ^-^S^y^r s"^' ^t-Amyl amine 
22526-47-2 66228-31-7 142596 sn 5 7?2l2' ° iethyl karate 
nitrobenzonitrile 142596-50-7 177476-75-4, 3-Methoxy-4- 

RL: RCT (Reactant,; RACT (Reactant or reagent, 
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-Se^elaxaStT- ^ hydr0 ^ nili n°<^°bute n edione deriv. smooth 
JE.CNT 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS RECORD 

(1) Algieri; US 4390701 1983 HCAPLUS 

2 Anon; EP 426379 1990 HCAPLUS 

3 Anon; EP 496561 1992 HCAPLUS 

4 Antane; US 5464867 1995 HCAPLUS 

5 Butera; US 5397790 1995 HCAPLUS 

6 Butera; US 5401753 1995 HCAPLUS 

7 Butera; US 5403853 1995 HCAPLUS 

8 Butera; US 5403854 1995 HCAPLUS 
9) Butera; US 5466712 1995 HCAPLUS 

11 S te " ; , US 5506252 1996 HCAPLUS 

12 SSfrH^f 7 US 5354746 1994 HCAE> LUS 

12 Ehrhardt; Chem Ber 1977, V110, P2506 HCAPLUS 

13 Kinney; US 5240946 1993 HCAPLUS LUS 

15 N^s^'V^ 1992 ' V35 ' P47 20 HCAPLUS 

i? :::; ; L ;f 4 « 3- -3,-* hcapl US 

lie! 52s; B^^u P ga\ e e nt Ch D e :l99r e v2 BUl pl^ J" 92915 ^ 
» ' ^ 1991 ' ^ ' ^ HCAPLUS APLUS 

(Rea^^rre^entr' (Synth6tiC Wtl„) , PREP (Preparation,; PACT 

mu^Trlja^nir ^ ° f ^-^-"inocyclobutenedione deriv. smooth 
55586-26-0 HCAPLUS 

Benzonitrile, 4-amino-3-hydroxv- fQrn /na ™™ 

nyuioxy (yci) (CA INDEX NAME) 



RN 
CN 



H 2 N 




» SfM3^r ^ l h „t Lus copraiGHT 2003 «=» - »» 



DN 129:161411 
TI 



SlT^°L°„ £ t5 3 ; alkylaminO - 4 -"" ili -- 3 -^clo b „te„e-l. 2 - di0nes 45 =mooth 
" SSo"°' DO " i " 1Ck »*— . «-rd Martin, Mtane , Msdelene 

CODEN: PIXXD2 
DT Patent 
LA English 
IC icm C07C225-20 
ICS C07C255-59 

Section cro^^ and Conde ^ed Benzenoid Compounds) 



CC 

FAN . CNT 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



PI WO 9833763 

W: AL, AM, 
DK, EE, 
KP, KR, 
NO, NZ, 
UA, UG, 
RW: GH, GM, 
FR, GB, 
GA, GN, 
AU 9862502 
ZA 9800755 
US 1997-792811 
WO 1998-US1466 
MARPAT 129:1614 



PRAI 

OS 
GI 



Al 
AT, AU, 
ES, FI, 
KZ, LC, 
PL, PT, 
UZ, VN, 
KE, LS, 
GR, IE, 
ML, MR, 
Al 
A 
A 
W 

11 



19980806 
AZ, BA, 



GB, 
LK, 
RO, 
YU, 
MW, 
IT, 
NE, 



GE, 
LR, 
RU, 
ZW, 
SD, 
LU, 
SN, 



19980825 
19990729 
19970130 
19980127 



WO 1998-US1466 

BB, BG, BR, BY, CA, CH, 

GH, GM, GW, HU, ID, IL, 

LS, LT, LU, LV, MD, MG, 

SD, SE, SG, SI, SK, SL, 

AM, AZ,. BY, KG, KZ, MD, 

SZ, UG, ZW, AT, BE, CH, 

MC, NL, PT, SE, BF, BJ, 
TD, TG 

AU 1998-62502 
ZA 1998-755 



19980127 

CN, CU, 

IS, JP, 

MK, MN, 

TJ, TM, 

RU, TJ, 

DE, DK, 

CF, CG, 

19980127 
19980129 



CZ, DE, 

KE, KG, 

MW, MX, 

TR, TT, 
TM 

ES, FI, 

CI, CM, 



R3 V— # 




/ v_ / — \ 

H NHR 



ST 



AB SSSiSSS^J'iVbSS 1 : ol cl X' r r T alky1 ' 

OH), were prepd. Thus 3 tho - 2 h 'V = ° N ' hal °' alk i' 1 ' 
cyclobutene-l,2-dione fnrenn J ' 2 " h y drox y- 6 - c yanophenyl) amino-3- 
CH2C12 to give 46%Trter^ P "; ? 1Ven) a ? d tert-amylamine were stirred in 

cyclobutene-Ts-dLne T h ~e lll^lL ^l-^^^y^^yl)^^- 
strips with IC50 = 0 45 mu M lnhlblted contraction of rabbit bladder 

cySb^ -foth muscle relaxant; 

syndrome treatment™ oaSLo ^? u T^J relaxant ' irritable bowel 
aminoanilinocyclobute^rone ^ tenedl ° ne; incont inence treatment 

IT Bladder 

^^SES^SSTi; *£%L ° f 3 : a ^^^no-4-anilino-3- 
IT Intestine, disease th mUSCle rela **nt s ) 

K^J-^ 2 3^;. t S^^^- 1 rt 3-al k ylamino-4-anilino- 
IT Muscle relaxants aiones as smooth muscle relaxants) 



IT 



IT 



211172-44-OP 211172-45-1P 9111-70 a C o« 

211172-49-5P 211172-50-8P llll^-ttll llll^tUl 211 ™~^ 

B AC (Biological activity or effector ex ™ I ^ 211172-57-5P 

study, unclassified); SPN (Synthetic nr£» * P , adverse) ; Bsu (Biological 

^'^J^ 1 ^*-^^*-^*^!^**. as smooth 
75-64-9, tert-Butylamine, reactions 594-39-8, tert-Amylamine 
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2835-97-4, 2-Amino-3-methvlDhennl ^-31 on a ~- 

66228-31-7 142596-50-7 17?J?i-75-f ^ Dl8thyl s< ? ua "te 

RL: RCT (Reactant); RACT (Reactant or ^^^^-"itrobenzonltrile 

^•.e^L^'sr^^^^^^-^-^^^-ene-l^-diones as s.ooth 

" -172-51-9P 

(LSnf^r^tr' (Synth6tiC P"1*»tl«), PREP (Preparation,; RACT 

ius^r^ as smooth 

JE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 

\l\ B^ 6 "' V US 5403853 A 1995 HCAPLUS 
IT 5506252 A 1996 HCAPLUS 

SLSni^^tf™ (Synthetic Potion,; PREP (Preparation,; RACT 
S^LL^ as smooth 



RN 55586-26-0 HCAPLUS 
CN 



Benzonitrile, 4-amino-3-hydroxy- (9CI, (C A INDEX NAME, 
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ANSWER 25 OF 40 HCAPLUS COPYRIGHT 9nn* t^c 
1998:479029 HCAPLUS "'"RIGHT 2003 ACS on STN 

129:122458 

£5££& ° £ -'"'-"^lurea derivative, .. i„terl.„ ki „-8 receptor 

Snuthkline Beechan Corporation 6s£ MelV1 " "»«"«. Jr. 
(i, 5 !^ COT '--i»-P«rt of U.S. 3«. No. 641,990. 
Patent 
English 

ICM A61K031-47 

sSaiJSSS 031 " 425 ' A61K031 -^'- A61K031-17 

FAN CNrT ^^""-"ferenceisfrr 5 ' ^ C ° ndensed Benzenoid Compounds) 

PATENT NO. KIND DATF 

. ° A !! APPLICATION NO. DATE 



IN 

* 

PA 

SO 

DT 
LA 
IC 

NCL 
CC 



PI US 5780483 
US 5886044 
US 6211373 

PRAI US 1995-390260 
US 1996-641990 



A 19980714 

A 19990323 

Bl 20010403 

B2 19950217 

A2 19960320 



US 1996-701299 19960821 
US 1996-641990 19960320 
US 1998-111663 19980708 
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OS 
GI 



WO 1996-US2260 w 
US 1996-701299 A3 
MARPAT 129:122458 



19960216 
19960821 




Rim 



AB 



ST 



IT 



IT 



IT 



IT 



IT 



The title compds . [I; X = o s- r ^ * 

(halo)alkyl, alkenyl, (halo)alkoxy m J' H ! " ( i, N02, cyano, 

aryloxy, arylalkoxy, heteroaryl ^ter^arvl'^v f T 1 ^' ary1 ' "ylalkyl 
heterocyclylalkyl, heterocyclic™ arvl^^ X ' , he ^^cyclyl, 

(un) substituted NH2, CONH 2 ; or SoS Y lalken y 1 ' heteroarylalkenyl, 

for the treatment of disease ^f? ' 5 '' m ' n = 1_3 1 ' wh ^h are useful 
interleukin-8 { l L - 8 ) (no dataf ^ medlated b ^ the chemokine, 1 
hydroxybenzoate was'aiSed to i's^ ^h ^ 4 " ami — 3" 
resulting mixt. was stirred at ann™ L 5 lsoc y anate in PhMe and the 

\t 2 -hydroxy-4-(methoxycarLnylipE M^ 66 '/ 0 * 24 " 48 h to S*ve 90% 
phenylurea prepn interleukinfirK ? ] ~N ' "Phenylurea . 

diphenylurea prepn; Sprf SermatrtL ? ai \ ta 9 0nist ; Psoriasis treatment 
treatment diphenylurea; c^oniToosrrucMf ^ di P hen y^ea; asthma 
^phenylurea; adult respiratory distress P ulmon "y disease treatment 
arthritis treatment diphenylurea fnfff treatment diphenylurea; 

diphenylurea; Crohn di S ^ b ° Wel diS6aSe treatment 

treatment diphenylurea; septirsnocftreSme^ H 63 ; Ulcerat ive colitis 
shock treatment diphenylurea- al™ L drphenylurea; endotoxic 

toxic shock syndrome treatmeAt^iphS^^"/^ 3 ^^ ^phenylurea; 
i^ury treatment diphenylurea; glomeruli 1 f renal "perfusion 
thrombosis treatment diphenylurea ^fSii P f"" treatme nt diphenylurea; 
drphenylurea; graft vs holt f ^ dlsease treatment ' 

rejection treatment dipSeny^rea strTT^ di P hen ylurea; allograft 
Mental disorder P^enyiurea, stroke treatment diphenylurea 

^^VJ^/JK" ?' N :- di P h -ylurea derivs . as 
Chemokine receptors ant agomsts for disease treatment) 

Chemokine receptors 

RL: BPR (Biological process) • r^ti /d^ t 

(Biological study); PROC (Excess) ' StUdy ' ^classified,; BIOL 

in C C eU 1 ;uL n n t !rrece1tor;St n aao° f N ; N, ; diphenylUrea as 
Chemokine receptors antagonists for disease treatment) 

RL: BPR (Biological process) - rstt ,d- n 

(Biological study); proc (Process, Bl0l ° giCal stud y- unclassified); BIOL 

derivs. as 

Intestine, disease antagonists for disease treatment) 

Transplant rejection 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 10/1/03 P , ge 83 

IT Bron'Sra't"," 90 """ treatment, 

J-i Lung, disease 

(chronic obstructive, prepn of N w h^k 

IT Transplant and Tr^S,^ 90 """ £ " dl "«* treatment) 

it - — - 

Kidney, disease 



IT 



(injury, reperfusion; Drenn nf m mi ^- t. 

interleukin-8 receptor Swonf,? / S^ 1 "" 8 derivs " as 
Respiratory distress syndrome dlS6aSe treat ^nt) 

I n Ta/V> /"\ >-»-, ■ _ J. . 1 a 



- _y unit? 

mriainmatorv ^rr^n t- c ' 



IT Anti-i» fl «-— ™ - — treatment, 
Anticoagulants 

it S^^-ssssrsr^sr- - —tot 

11 brain, disease 

„ lBt ~?r& ^T^T* d " 1VS - " —tlenun-, receptor 
Interleukin 8 receptors 
Interleukin 8 receptors 

RL: BPR (Biological nroce« 5 «;l ■ rqtt /d- t 

(Biological study); P^ (P^ocefs) ? Unclass " ied) ; BIOL 

(.alpha., antagonists; Drenn n f m mi t. 

interleukin-8 receptor „ 1 . '2 ' "diphenylurea derivs. as 
IT Interleukin 8 receptors anta 9 onisfc s for disease treatment) 
RL: BPR (Biological orocesq.. rqtt / d - -. 

(Biological study); ? R0C (Process) (Bl ° l0giCal stud y- unclassified); BIOL 

intelleukJn-l^^pto/a^- ° f "'"'-^enylure. derivs. as 

IT 25751-87-5P SS^ZZZ^ oll°* la * s J or disea ^ treatment) 

119838-01-6P 160383-78-8P 160383 7 o J 29 ' 9 ~^ 117745-32-1P 

182498-03-9P 182498-07-3P II2III *l "0383-90-4P 182497-99-0P 

182498-2O-0P 182498-22-2P iJJJIS'JJ'JS 1 82498 -15-3P 182498-18-6P 

182498-30-2P 182498-31-3P llltll 4 * , X f 2498 "26-6P 182498-28-8P 

182498-35-7P 182498-38-0P JmJIS"^"^ 2498 "33-5P 182498-34-6P 

182498-45-9P 182498-46-0P 182^98 47 IP ^498-42-6? 182498-44-8P 

182498-52-8P 182498-54-0P ififJJJ JZ'in 182498 "48-2P 182498-50-6P 

182498-62-0P 182498-63-lP 1824^'L Jo 182498 "57-3P 182498-59-5P 

182498-67-5P 182498-68-^ l%^f**l "f"^ 182498-66-2 



182498-70-0P 182498-71-1P 
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182498-72-2P 
182498-77-7P 
182498-82-4P 
182498-87-9P 
182498-92-6P 

182498- 97-1P 

182499- 02-lp 
182499-07-6P 
182499-12-3P 
182499-17-8P 
182499-22-5P 
182499-28-1P 
182499-33-8P 
182499-38-3P 
182499-43-0P 
182499-48-5P 
182499-53-2P 
182499-58-7P 
182499-63-4P 
182499-68-9P 
182501-57-lp 

210358-30-8P 

210358-35-3P 

210358-40-0P 

210358-45-5P 

210358-50-2P 

210358-55-7P 

210358-60-4P 

210358-65-9P 

210358-70-6P 

210358-75-1P 

210358-81-9P 

210358-90-0P 

210358- 99-9P 

210359- 04-9P 



10/1/03 

182498-73-3P 
182498-78-8P 
182498-83-5P 
182498-88-0P 
182498-93-7P 

182498- 98-2P 

182499- 03-2P 
182499-08-7P 
182499-13-4P 
182499-18-9P 
182499-23-6P 
182499-29-2P 
182499-34-9P 
182499-39-4P 
182499-44-lP 
182499-49-6P 
182499-54-3P 
182499-59-8P 
182499-64-5P 
182499-69-0P 
182700-31-8P 
210358-31-9P 
210358-36-4P 
210358-41-1P 
210358-46-6P 
210358-51-3P 
210358-56-8P 
210358-61-5P 
210358-66-0P 
210358-71-7P 
210358-77-3P 
210358-82-0P 

210358- 93-3P 

210359- 00-5P 
210359-05-0P 
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182498-74-4P 
182498-79-9P 
182498-84-6P 
182498-89-lp 
182498-94-8P 

182498- 99-3P 

182499- 04-3P 
182499-09-8P 
182499-14-5P 
182499-19-0P 
182499-25-8P 
182499-30-5P 
182499-35-0P 
182499-40-7P 
182499-45-2P 
182499-50-9P 
182499-55-4P 
182499-60-1P 
182499-65-6P 
182499-70-3P 
210358-24-0P 
210358-32-0P 
210358-37-5P 
210358-42-2P 
210358-47-7P 
210358-52-4P 
210358-57-9P 
210358-62-6P 
210358-67-1P 
210358-72-8P 
210358-78-4P 
210358-84-2P 

210358- 95-5P 

210359- 01-6P 



182498-75-5P 
182498-80-2P 
182498-85-7P 
182498-90-4P 

182498- 95-9P 

182499- 00-9P 
182499-05-4P 
182499-10-lp 
182499-15-6P 
182499-20-3P 
182499-26-9P 
182499-31-6P 
182499-36-1P 
182499-41-8P 
182499-46-3P 
182499-51-0P 
182499-56-5P 
182499-61-2P 
182499-66-7P 
182499-71-4P 
210358-26-2P 
210358-33-1P 
210358-38-6P 
210358-43-3P 
210358-48-8P 
210358-53-5P 
210358-58-0P 
210358-63-7P 
210358-68-2P 
210358-73-9P 
210358-79-5P 
210358-86-4P 

210358- 97-7P 

210359- 02-7P 
210359-07-2P 



182498-76-6P 
182498-81-3P 
182498-86-8P 
182498-91-5P 

182498- 96-0P 

182499- 01-OP 
182499-06-5P 
182499-11-2P 
182499-16-7P 
182499-21-4P 
182499-27-0P 
182499-32-7P 
182499-37-2P 
182499-42-9P 
182499-47-4P 
182499-52-1P 
182499-57-6P 
182499-62-3P 
182499-67-8P 
182499-72-5P 
210358-29-5P 
210358-34-2P 
210358-39-7P 
210358-44-4P 
210358-49-9P 
210358-54-6P 
210358-59-1P 
210358-64-8P 
210358-69-3P 
210358-74-0P 
210358-80-8P 
210358-88-6P 

210358- 98-8P 

210359- 03-8P 
210359-08-3P 



RL: BAG (Biological activity or effector e*. "J 35 !" 07 " 2 ' 2 l°359-08-3P 
study, unclassified); SPN (Lntwf ' Pt advers e) ; BSU (Bioloaical 

BIOL (Biological study) ' PR^ ^e'pa^S" 3 ^'" ,™ ^"P-tic^e f 
(prepn. of N^N'-diDhpnuin^. ^ pd " c:Lon > ' USES (Uses 

J-i- 86-84-0, 1-Naphthyl isocyanate fi7-n_o o 

88-67-5, 2-Iodobenzoic acid 90-43-7 V » 2 ~ Ph ? n y laminoc ^rbonylphenol 
o-Phenylenedianune, reactions 9 -5 ^ ^ P \ en<>1 91 ~ 93 -° 95-54-5, 
Phenylsulfonyl chloride 98-1 7-Q , I S-^nophenol 98-09-9, 
cresol 99-56-9, 4-Nitro-1 ? L 3 P . " ' ' alpha ' ' ■ al P ha • -Trif luoro-m- 
5-Nitro-2-hydroxyanil^e 10? 4 HT 

chloride 121-88-0, 2-Aminn-^ u ' 4 ~ Acetami dophenylsulf onvl 

ito'iir ,' 37 -° 7 - J - S Trwit-r i', catb °" 

5-Fluoro-2-nitrophenol 463-71-fi Thf J Uororaeth ylphenol 446-36-6, 
2-Hydroxy-3-aminobenzoic acid 544 po°f °' gene 53 ^85-0, 
2-Anilinoaliline 576-24-9 2 3-n L?f ' ' ^ op P er < 1 ) cyanide 570-23-0 

9, 2,3-Dxchlorophenol 580-51-8, 3-Phenylphenol 
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IT 



2-Bromoaniline 618-45-1 3 \!1 ^thylphenyl isocyanate 615-36-1 
644-35-9, 2-PropylpLnol ' 7o5-?? T^ 6 ^ 1 &2 ^~^ 3-Ethylphenol ' 

776-04-5, 2-(Trmuorom:thyi?LL^; s ulSn^ X ^ eny i 

2- Nitro-4-(trif1iioro mo i-K, iTu lfonyl chloride 837-95-6 

3- CyanopLnol ^Tn-r'^ 26 ^ 5 " 1 ' 0 ^ 1 Chl ° ride "3-62-1, ' 
2-Bromophenyl isocyanate ' iS-STT^ 11 * 611 ? 1 Lsoc ^^ 1592-00-3, 
1762-95-4 1899-93-0 , , ' 4 ~ Phenox yPhenylsulf onyl chloride 
Benzylsulfonyl chloride ^^""f "Ifonyl chloride 1939-99-7 
2-Phenoxybenzoic acid 2285-12-3 2 ^ Cy f n ° aniline 2243-42-7, 

2374-03-0, 3-Hydroxy-4-aino b eLoic a"Ld U 2% r 93 e S^ Ph ! nyl isoc ^-te 
isocyanate 2612-57-9, 2 A-mchT^l , 2493_02 - 9 ' 4-Bromophenyl 

l-Amino-2-hydroxynaphthalene 2835^8 ^ /k 0 ^ 311 ^ 6 2Q ^-6, 
3272-08-0, 2-Nitro-tcyanopLn o r 3??n ^ y o r ° Xy_4 ~ meth y lanili ^ 
3320-86-3, 2-Nitrophenyl isocyanate Vnl / 0 2- Chlor °Phenyl isocyanate 
4091-26-3, Styrylsulfonyl chSide 53 5 7 9 7 3 ' ^""^y-l-indanone 

nrcro'flu" 0 ' ^iT^^SS.!^ 34~ 4^5 9-T ^S^ 1 
nitrofluorene 7664-41-7 a w „« • D ° 4 ^ M H f l-Hydroxv-2- 

3-Hydroxybenzophenone 133^57^' n^T , 13020 -"-0, 
14755-02-3 16629-19-9 2-Thifnhl' ?f hylsulf am °yl chloride 
2-Fluorophenyl isocyanate S'^TS Chl ° ride 167 <4-98-2, 

17573-92-1, 3-Methoxythiophe^e I780^n?% he ? ylphenyl is °cyanate 
18162-48-6, Tert-ButyldSyLil^ m 3 -C hlor c- 2 -nitrophenol 
8-Quinolinesulfonyl chloride mJ 8 1S f ? w ^ 8493 ~ 15 - 7 18704-37-5, 
20513-43-3 21286-54-4 m-m rf Z ° 7_ \' 3 - Metho *yphenyl isocyanate 
^-^thoxyphenyl.Ji^ f l0ride 230 ^-31-0, 

Diphenylphosphoryl azide 26628 3? « = j 15 " 22 " 3 26386-88-9, 
Triphosgene 35821-29-5 fllf! S ° dlUm azide 32315-10-9, 
chloride 40398-01-4, l-Chloro-6 LI* 1 \ 9262 ~ 22 - 1 ' M "10-Can.phorsulfonyl 
2-Ethylphenyl isocyanate iu95-90- hy ^ e " yl ^-yanate 40411-25-4° 

thiazolesulfonyl chloride 8241 Q 9« a , 4 2 - Ace tamido-4-methyl-5- 

1 9 2«J; 8 J;°A 2 - Benz ^-ySnzophen!n~^ 6 ~ 9 9996 ^8 1 f T^r; 6 ; ni ^° Ph ^ 01 
126714-85-0, 2, 3-Dichlorothiophene-5-sulf o J \ 3 :* odo - 2 - h y d roxyaniline 
5-A mi nocarbonyl-2-an,inophenol P 182500-26-^ 2 J 14622 ^~6 t 
isocyanate 182500-27-2, 2-Amino-S « ^ ■ u ' 2_Trlf luoromethoxyphenyl 

°182 OO-^r^J^OO 30 18 f °°- 28 - 3 ' 

^hyLo^L^e'-^^L^t 1 ^ 6 182500 " 31 - 8 ' ---uoLethyl-3- f luoro- 
RL: RCT (Reactant) ; RACT (Reactant or reaaenM 

386^2^^^^ 

2 ^^ 399 - 7 -3P, 

acid 6236-69-7P 7256^3-fp L T , ' *' ^^^ioxybenzoic 
2-Amino-4-cyanophenol 15864-32 l^ ?«^o Ydr ° Xyflu ° rene H543-43-2P 
18495-15-3P, 2-Nitro-5-cyanophenol 2816 K ^^^--^enylphenol 
dichlorophenol 28177-79-9? ?-°7^ 2 ° 165 "60-8P, 2-Nitro-5, 6- 

4-Amino-3-hydroxybenzophenone ^nT?7 Cy * n ° Pheno1 31684-63-6P, 
« 2 O0-, 6 -0P ~42^f,rS%J2!!SS^^g^)^Ui- 
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2 Amino-3-fluorophenol 53981-24-lP ? c £1 

55586-26-0* , 2-Amino-5-cyanopnenol 'smS^S flU ° r ° pheno1 

ll^-l?^^ acid 

2- Nitro-6-(phenylandnocarbonySno; [ ^SSS?^ 68507-91-5P, 

3- (Phenylsulfamido)ben 2 onitS e 87376 It ll 8718 <5-71-8P, 

2-Nitro-6-propylphenol 115023-65-9P Tw H5023-64-8P, 
115551-33-2P, 2-Hydroxv-3 J-dffT, 9P ' . ^T^no-S-propylphenol 

2-A m ino-5,6-dichJropSnoi ^Sw™^^, "«2""«-4P, 

^£K?^SSj^^^ ^k&.P 182499-78-1P 
182499-81-6P, 4-Nitro -3- ( h ' , ^ bro ™-6-aminophenyl) disulfide 
^--3- (Phenyls^ 182499-82-7P, 

- aK f? anUine 182499-84-9P 182499 85-OP 

2 2 Th phenesulfaraidolaniline 182499-86-1P 7 it 
Tolylsulfonylamino) aniline 182499-87-2P 9 in ?~ , 

182499-88-3P 182499-89-4P, 2-Andno-6 ( ? e ? z y lsul f°nylamino) aniline 

182499-90-7P, 2-Amino-fi-^h' i w ? lu °ro-4-bromophenol 
bromophenol 182^99-92-9P 5 "S 9 ?"?""' ^tro-S-methyl-S- 

^no-S-n.thyl-S-cyano^ 182499-93-0P, 
hydroxybenzophenone 182499-95-2P 5 m-? IP, 4-Nitro-3- 
182499-96-3P, 3-Anuno-2-hvdroxv 3 : Nltro - 2 - h y drox yben 2 ophenone 
2-Nitro-6-ben 2 yloxyphenof ^82^99-9? ITl , 1824 f ~ 97 ^^ 

182499- 99-6P 182500-00-lP islsoo of ?p ^^^-^b^zyloxyphenol 

182500- 04-5P 182500-05-6P ill ton !J~5» 182500-02-3P 182500-03-4P 
182500-09-0P 182500-10-3P JwtSJ'??"^ 182 500-07-8P 182500-08-9P 

2- (Phenethylsulfonamid^anlline 1825o"o" 14 7 ; 825 ? 0 °- 12 - 5P 1 82 500-13-6P, 
182500-16-9P 182500-17 no ?o„L °" 14 " 7P 182500-15-8P 

182500-21-6P 825 0 o-22-7°p P lllloo'll'll } 82500 ~^ 182500-20-5P 
182700-32-9P 182700-33-OP 18250 °- 23 - 8p 182500-24-9P 182500-25-OP 

(Reac^^r^tr' (Synth6tiC ™ (Preparation); RACT 

RE CNT W^"2£2 1 S=t£5r- ^ - — 

RE . CNT 84 THERE ARE 84 CITED REFERENCES AVAILABLE FOR THIS RECORD 



(1) Adams; US 5447957 1995 HCAPLUS 

(2) Anon; GB 1210596 1970 

(3) Anon; CH 506240 1971 HCAPLUS 

(4) Anon; GB 1281437 1972 HCAPLUS 

5 Anon; DE 2241470 1973 HCAPLUS 

6 Anon; JP 55098152 1980 HCAPLUS 

7 Anon; CA 1157022 1983 HCAPLUS 

8 Anon; JP 60126256 1985 HCAPLUS 

(9) Anon; DE 253997 Al 1988 

(10) Anon; jp 02009827 1990 

(11) Anon; JP 03215848 1992 HCAPLUS 
12 Anon; EP 467185 1992 HCAPLUS 

(13) Anon; AU 93134950 1992 

(14) Anon; EP 0541112 1993 HCAPLUS 

15 Anon; EP 0561687 1993 HCAPLUS 

16 Anon; WO 9314146 1993 HCAPLUS 

17 Anon; JP 06313992 1994 HCAPLUS 

18 Anon; WO 9407507 1994 HCAPLUS 
(19) Anon; WO 9422807 1994 HCAPLUS 
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(20) Anon; WO 9610213 1996 HCAPLUS 

22 r^n me; Chem Belge ' A New Fasciolicide 1967 V32 hcaptti* 

22 Cjrdini; J Med Chem 1990, V33(5), P1330 ' HCAp LUS 

c^rus^s^/^&s 1986 - v39(3 >- pi2s hcapl - 

(25) Conrow; US 4608205 1986 HCAPLUS 

26 Craig, J; Drug Metab Dispos 1989, V17(3) P345 HrAP.ri.; 

27 Dieter; US 5384330 1995 HCAPLUS HCAPLUS 

28 Dixon; US 5470882 1995 HCAPLUS 

30 Ga^VA,. D LV^ V32 < 3 >' "69 HCAPLUS 

IS! ess? A A 55 -(^^^^i' pi59 — 

odiaoov, A; Chemotherapy (Basel) 1 <m „„„ 
(33) Galabov, A; Dokl Bok Ab 1 ' V23(2), P81 HCAPLUS 

Si! tSSZ- a- dl F S° " »p5!i 8 i^" ~ 

(36) Galabov,' £ J^c22£.?S£ £ ^' ™ 

las; Sue^S £ f^^^S.?^ -(1), P1 HCAPLUS 

(39) Gulubov; US 4048333 1977 HCAPLUS ' " 5 HCAPLVS 

(40) Hauptmann; 1988 HCAPLUS 

(41) Hauptmann; 1988 HCAPLUS 

I''! ^^f , i^s 1 B 5s 1 AS; i s c j 1 ij;, 78 ' v46(2) ' p323 hcaplus 

(44) iwamura H Phytochemi^rv llfo Vll'n^iV.'r P? " HCAPLUS 

(45) Kabbe; US 4405644 lj£ SpJuI ' P13 ° 9 HCAPLUS 

(46) Karanov, E; Izv Tn<;t- tt-.^~i n 

(47) Kr. M .,'«,'^L ^S'pta l^I A i??/?r k 197 °' Vl6 ' P1 « HCAPLUS 

(48) Lozanova,- Dokl Bull At.H » C ,oL ' vl,4 (2), H28 HCAPLUS 

I*"" 1 """-' Us 5585518 1996 HCAPLUS 
51 Martin; US 2363074 1944 HCAPLUS 

; 5 5 7 6 ! P.% k u- r«V" 8 " -"^-"i'HcL 9 L„r ii ' s 

(5.! Radnev, ^S^^'S^'Ji,?'"*,"™™ 
0'! Robert f „ he ™ S ° C "J LU '' 

IS! £ 1; c J ;if;r„ e oTi? e ? po j 105 9 ;?; v ='?i- 

(«) S=h 8 n enb „ um; „ 3689550 7 ;,^ l0 „ 5 ^£ us P118 HCA ™ S 

HCAPLUS ' G ' Bi " Z ' Kal1 "«* ™* ^P"9 Math 19,2, V31,4) P3 21 

66 Sueda; US 5621010 1997 HCAPLUS 

III] esse; T, Ess s s s :i V4 0(8) , p 69 i HC aplus 

(69) Tanaka, F; J Agric Food rh t^qtq 1992 ' V43(3) ' P207 HCAPLUS 

(70) Vasilev, G; Arch Phvtooa t-h T HIV V2?(2) ' P311 HCAp LUS 

(71) Vasilev G Mochem^hvLo? vl^ 3 ' ™ {5) ' P309 HCAPLU S 

««, va 5i i cv , G; „o k i SSS S3 S i% ™<;; ; »« — 
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(77) 

(78) 

(79) 

(80) 

(81) 

(82) 

(83) 

(84) 

IT 



RN 
CN 



S I'. ?°" o rj 9 ?H " aUk ln2 ' V35l6 >- "1" HCAPLUS 

Winkelmann, E; Arzneim -Forsch 1969, V19(4) P543 hpaptt^ 

555 8 6-26 D °0P Aka V aUk 19?2 ' V25(8) ( PU01 543 

If tnl 7 ' 2_Amino - 5 -cyanophenol 

Seac^ Preparation,; PREP (Preparation,; RACT 

(prepn. of N, N 1 -diphenylurea derivs 

ofn iStS f ° r diseas * treatment, 
55586-26-0 HCAPLUS 

Benzonitrile, 4-amino-3-hydroxy- (9CI, 



as interleukin-8 receptor 



(CA INDEX NAME, 



H2N 




L13 
AN 
DN 
TI 

AU 
CS 
SO 

PB 
DT 
LA 
CC 
AB 



isss« &r s^ss™ co ™ 2003 acs - - 

129:25291 

SSi C :i-2!»S tl0n ° f mSlaninS; a PPi-ation to identification of 

Ito, Shosuke; Wakaraatsu, Kazumasa 

Fujita Health University School of H M i*k c • 

Pigment Cell Research (199 11(2) 120 4t Aich1 ' 470 "1192, Japan 

CODEN: PCREEA; ISSN: 0893-5785 12 °-126 

Munksgaard International Publishers Ltd 
Journal 

English 

9~15 (Biochemical Methods, 

acidic KMn04 oxLn. S^ti^^^'^ E^"?* analyZed b * 
form pyrrole-2,3,5-tricarboxylic aS5 rKXi i hydrrodrc acid (HI) to 
(AHP) , resp. Dark brown melanrn-Uke EL aminoh ydroxyphenylalanine 
nature, for example, in the s t a 2 f ? alSO W i des P"^ in 
(neuromelanin) , in butterfly winqs and ' L ^ and P rima t^ 

neoformans. To characterize «„?h V fungus Cryptococcus 

improved the alk. K2ol oxidn merhodlf^n^^ ° f melanins ' «■ have 
the HI hydrolysis method developed £v £,X°i ltan ° et a1 ' * nd ""^amd. 
obtained with H202 oxidn sh „ E 1 !,f Mt f U 6t al ' The results 
(PDCA), a specific marker If 5 hV P^" 01 ^, 3-dicarboxylic acid 
produced in yields teftLef M«h^ nd ° le Units in ^lanins, is 

PTCA is artificially produced from nh ^ KMn04 ° xidn - ^d (2) 

hydrolysis show thar dopamTne-merLfn e ° me i anins • Th * results with HI 
4-amino isomers of amSn^roxySenvr ethvl^ ' ^ " lxt - ° f 3 " amino and 
is about 0.2 in melanins p epd I d I ^ While the isomer 
indicate that alk. H202 oxidn is useful = ySteine ' T ^*e results 

natural eumelanins and that r^^^^^j^^c^ 
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ST 
IT 

RL: 



ANT (Analyte) ; ANST (Analytical study) 



IT Melanins 

Pheomelanins 



IT Melanins spectroscopic characterization) 

RL: ANT (Analyte) ; ANST (Analytical study) 
(neuromelanins; identifieai-i on ~* ^ ■ 

using alk. or acidic oSS ^k dopamine-melanin by chem. degrdn. 

IT ssa :» jh^ ■SvsF'" s=s«d. 

melanin 74923-08-3 104083-77^4 19641_92 -° D ' Cysteinyldopa, synthetic 
RL '* iTZ ^ alyte) ; (Analytical study) 

icSic'oxS^with' ScTro n :r lan ^ ^ Chem - "ing alk. or 

RE.CNT 32 THF1RP sdp « spectroscopic characterization) 
re THERE ARE 32 CITED REFERENCES AVAILABLE FOr'thIS RECORD 

(1) Carstam, R; Biochim Biophys Acta 1991 vina-7 n-, c „ 

to°' s s : j£fi B Bioc h hem i 9 " 5 - v?44 i»7 hSSSs P152 hcaplus 

4 Ito' J: MoJhf'°? eln v, 1993 ' V215 ' P273 HCAPLUS 

5 Ito' St r u Biophys Acta 1986, V883, P155 HCAPLUS 
ill rl°' V * 10chlm Biophys Acta 1989, V964 PI HCAPLUS 

6 Ito, S; J Invest Dermatol 1993, vioo p1 6 6S hpapttt* 
8 "°' ! ; Pi< * ment Ce H ^s 1989, V2, P53 HCAPLUS 

Si! SSS' JlTSF ^' ^ « 

(16) Noa 'j'r rh ! dr ° n 1996 ' V5 2, P8775 HCAPLUS 

a : ; HS--'- 1 : ss as 

(23 Prot, r. T Tet " hed ' t >" 1962, V18, P941 

<" pL":: I: isss S ™f 138 °- vi5 ' pi2z »<™ 

g ^'•"■StoT&H^ 5 ^ 1974 ' V31 ' P522 

(29) Wang, Y; Infect Immun 1995 'p HCAPLUS 

30) Williamson p. v~ I- ' 3 ' P3 131 HCAPLUS 

ox! wiuiSS: 5; J SSSof^ss 19 ? 7 - v2 - pe " hcap ^ 

(32) Youdim, M; J Neural Tran™ ' V1?6 ' P656 HCA ^US 

IT IO4O83I77I4 1994 ' V43 ' P113 MEDLINE 
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RN 
CN 



RI "'^I ^ lyt ? ,; ANST (Analytical study) 

i^SS^S ZlTrTslT*^ ^ ChGm - de ^ d - Us -g al k . or 
104083-77-4 HCAPLUS SpeCtrosco P lc characterization) * 

Phenol, 2-a m ino-5-(2-andnoethyl,- (9CI, (CA INDEX NAME) 




CH2-CH2-NH2 



OH 



L13 
AN 
DN 
TI 



IN 
PA 

SO 

DT 
LA 
IC 



CC 
FAN 

PI 



ANSWER 27 OF 40 HCAPLUS COPYRIGHT *nm a ,c 
1998:124008 HCAPLUS "BRIGHT 2003 ACS on STN 

128:180230 

SjSiS ° f Cyan °^-^ines as interleu k in-8 (IL - 8J receptor 

Gerald; Widdowson, Kathe"ne ' ^ Deb ° rah Reason, John 

PCT Int. Appl., 58 pp. 

CODEN: PIXXD2 

Patent 

English 

ICM A61K031-44 

ICS A61K031-495; A61K031-505- A61KM1 c» 

C07D213-86; C07D213-88, C0?SS -32 C^m^o" 56 ' C07D2 13-84; 
C07D47.1-04- ^/u^i 32 ; C07D401-12; C07D413-12; 

c ^ction B cross-; e fe^ and Cond ^sed Benzenoid Compounds) 

PATENT NO. KIND DATE 

— _ ____ APPLICATION NO. DATE 



WO 9806397 

W: AL, AM, 
KG, KP, 
SG, SI, 
RU, TJ, 
RW: GH, KE, 
GB, GR, 
GN, ML, 
ZA 9707301 
AU 9740750 
AU 723816 
EP 929302 

R: AT, BE, 
IE, FI 
BR 9711140 
CN 1232398 
JP 2000516619 
TW 461878 
US 6204294 
NO 9900668 
NO 2001006067 



Al 
AU, BB, 
KR, LK, 
SK, TR, 
TM 

LS, MW, 
IE, IT, 
MR, NE, 

A 

Al 

B2 

Al 
CH, DE, 



19980219 
BG, BR, CA, 
LR, LT, LV, 
TT, UA, US, 

SD, SZ, UG, 
LU, MC, NL, 
SN, TD, TG 
19980216 
19980306 
20000907 
19990721 
DK, ES, FR, 



WO 1997-US14581 19970815 
CN, CZ, EE, GE, GH, HU, IL IS TP 
MD, MG, MK, MN, MX, NO,' £ £ % 
UZ, VN, YU, AM, AZ, BY, KG, KZ, MD, 

w si' 5' K' DE ' DK ' Es ' FI < F *' 

PT, SE, BF, BJ, CF, CG, CI, CM, GA, 



ZA 1997-7301 
AU 1997-40750 



19970814 
19970815 



A 
A 
T2 
B 

Bl 

A 

A 



19990817 

19991020 

20001212 

20011101 

20010320 

19990412 

19990412 



EP 1997-938425 19970815 

GR ' IT ' LU, NL, SE, MC, PT, 



BR 

CN 

JP 

TW 

US 

NO 

NO 



1997- 
1997- 
1998- 
1997- 
1999- 
1999- 
2001- 



-11140 

-198603 

•510106 

•86111871 

230977 

668 

6067 



19970815 

19970815 

19970815 

19971003 

19990204 

19990212 

20011212 
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PRAI US 1996-23414P p 
WO 1997-US14581 W 

OS MARPAT 128:180230 
GI 
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19960815 
19970815 



N 
H 



N 



N— |cRl3 R 14j_ w l 
n 




III 





IV 



II 




(Y) n 



V 




VI 




VII 



AB 



ST 
IT 



IT 



IT 



The title compds . n- 7 - rw ^o-. 

isothiocyanate with cyanide in'tJ ' reaction of 2-chlorophenyl 

ajuu. m „ hlch - s---^ ^ 

Si^lS'iSjr 1 "SO (Miscellaneous, , B1 OL 

203201-25-6P omom n ^ „ 

KtS ' S S3£2 K a-*- s 

RL: BAG (Biological activity or «. 03201-34-7P 

study, unclassified) - q PM /c u f u ertector » except adverse); bsij 

BIOL (Biological^lidy ™Rlr Pr e e t D 1 a C rL rePa f ati ° n,; ™ U ^^rapeuS^Se" 1 
(prepn. of cyanoguanidines is fntfrf v ' USES (Uses) 
antagonists) 35 lnte rleukm-8 (IL-8) receptor 

100-39-0, Benzyl bromide 103-72-0' ph. , • 

72 0, Phenyl isothiocyanate 106-95-6, 
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IT 



Allyl bromide, reactions IPl-fift-n o u 

2,6-Dihydroxybenzoic acJd 1458^9 I' 6 ^'^""""Miline 303-07-1, 

2740-81-0, 2-Chlorophenylisorniocyanace 6590^7~T^Vn P \T ne 
isothiocyanate 13037-60-0 2-RrL™vT i V ' 2 ' 3 - Dlc hlorophenyl 

203201-48-3 203201-49-4 Bron >°Phenyl isothiocyanate 18495-15-1 

RL: RCT (Reactant); RACT (Reactant or reagent) 

inta e ^ is ° t f s r n09UanidineS 35 int - le ^in-8 (IL-8, receptor 

fSSSo^P 7 l03 2 2-0 7 l 4 :3 3 6 P -9p 203 2 1 0 9 3°20 5 r3 1 7 P 203190-59-4P 

1^:11 20 ^ ™ 203201 " 39 - 2P 

HL: RCT R eta f ; 5 ; nth i° 3201 - 46 - 1P 203201-47-2P 

(Reactant or reagent^ ( ^ nthetlc Preparation); P REP (Preparation); RACT 
int r a1o n ni s °t f s r an0gUanidineS 95 int -^u ki „-8 (l L - 8) receptor 
HE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 

U) Atwal; US 5401758 A 1995 HCAPLUS 
2 Humphrey; US 5567722 A 1996 HCAPLUS 

IT 203201-41-6P 203201-42-7P 203201-47-2P 

(Reacta T nc\ e r C re a a n gintr N (SYnth6tiC ; PREP (Preparation); RACT 

int r a e ^ is ° t f s r n0gUanidineS ^ inte ^-^n-8 (IL-8, receptor 
203201-41-6 HCAPLUS 

Be„ ZOTitril ., 4-^„..3- hydtoxy . 2 . (2 . ptopenyl) _ (9ci) (CA INDEX NAME) 



RN 
CN 




CH 2 -CH= CH 2 



NH 2 



RN 203201-42-7 HCAPLUS 

CN Benzonitrile, 4-amino-3-hydroxy-2-propyl. 



(9CI) (CA INDEX NAME) 




Pr-n 



RN 
CN 



203201-47-2 HCAPLUS 

aCid ' 3 - amin - 6 -yano-2-hydroxy- f methyl ester (9CI, 



(CA INDEX 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



HARDEE 10/052967 10/1/03 




NH 2 



L13 
AN 
DN 
TI 

IN 
PA 
SO 

DT 
LA 
IC 

CC 

FAN. 



PI 



rS;,^™ COPYRIGHT 2 003 ACS „„ ST» 
128:110869 

^^ssss B 2.23 tc Lrir ,,i v t f £ °< - 

niddowson, K«th«rine L and Preparation thereof 

CODEN: PIXXD2 

Patent 

English 

I CM A01N037-34 

CN? C l 10n Cr ° SS ~ referenc e(s): 25, 63 
PATENT NO. KIND DAT* 

^™ APPLICATION NO. DATE 



WO 9749286 
W: AL, 
KG, 
SG f 
RU, 
RW; GH, 
GB, 
GN> 
AU 9734994 
EP 915651 
R: AT, 
IE 

BR 9709938" 
JP 2000514789 
ZA 9705671 
US 6271261 
NO 9806109 
KR 2000022273 

PRAI US 1996-20655P 
WO 1997-US10900 

OS MARPAT 128:110869 

GI 



AM, 
KP, 
SI, 

TJ, 
KE, 
GR, 
ML, 



BE, 
FI 



Al 
AU, BB, 
KR, LK, 
SK, TR, 
TM 

LS, MW, 
IE, IT, 
MR, NE, 
Al 
Al 
CH, DE, 



19971231 
BG, BR, CA, 
LR, LT, LV, 
TT, UA, US, 



SD, SZ, 
LU, MC, 
SN, TD, 
19980114 
19990519 
DK, ES, 



UG, 
NL, 
TG 



FR, 



T2 



Bl 



W 



19990810 

20001107 

19971229 

20010807 

19990224 

20000425 

19960627 

19970624 



WO 1997-US10900 19970624 

CN, CZ, EE, GE, GH, HU, IL, IS, 

MD, MG, MK, MN, MX, NO, NZ, PL 
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AB Ph ureas I 



Ph ureas I [x = o S • r - 

or less; R1 = „, ^TlyTnl "ci-ll ^Y^^ « and pKa of 10 

halo, nitro, etc.; R13 R1 d 1 „ , ' ^T 10 alk yl, etc.; m , n = 1-3. v - u 

J14 may be (substituted) ary!; H ; i'£ If Trl^ "7* ^ ° ne °f R13 ^' 
disease states mediated by the P hJt t USed ln the treatment of 

ST phenyl urea deriv oreon tt fl Z* ,Denzyi) urea is described. y 

Phenyl urea P ^ IL8 dlSease; "ceptor interleukin 8 antagonist 

IT Chemokine receptors 

RL: BPR (Biological nrorp^i. qott -, 

(Biological study,; pST"^™ (Bl0lo » 1 « 1 st ^Y, unclassified); BIOL 
(CXCR1; Ph urea intprlpnUi^ o 

tt pk interleu ^n-8-mediated d^eases"^^ anta *°» ists for treatment of 
IT Chemokine receptors 6S ' and P re Pn. thereof) 

RL: BPR (Biological process) - r^tt tu- i 

(Bi ^ical p Study ); ? R0 r" r ; c S ( giCal StUdy ' Ossified,; BIOL 

intS;u2„-™^22 e 2ie^r"S°f anta ^^ts for treatment of 
IT Intestine, disease diseases, and prepn. thereof, 

(Crohn's; Ph urea interleuH n a 

(Gram.-neg.; Ph urea interleukin ft ^ 

IT r ^^^^^^^n-S-mediated diseases an7n anta ? onist ^ for treatment 
IT Interleukin l.beta eases ' and Prepn. thereof) 

Antiarthritics 
Antiasthmatics 
Anticoagulants 
Drug delivery systems 
Psoriasis 

IT Chemokines Seases ' and Prepn. thereof) 

RL: BPR (Biological process)- nqn /n- i • 

(Biological study); ^ROC (P^cfss) (Bl0l ° giCal Stu ^ unclassified,; BIOL 

Ph urea interleukin-8 receotor ,nf a 

interleukin-8-mediated leases ^n""* 8 f ° r treat ^nt of 
fA diseases, and prepn. thereof) 

RL: BOC (Biological occurrence) - rpd , ■ 

IT Tj™ F ;«oL h s a - £ ^ t f t "»"» 1 = injury, 

»■ BS, .Bio!,^ study , unclassl£ledl; (Bioiogicai ^ 
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IT ResnIr^; alP 5 a ' nMI * " tra ^tic brain injury) 
11 respiratory distress syndrome 'J ur y> 

i^ii»2n-^i;2 e S^. MC ^ r anta ^ is ts for treatment of 
IT Transplant rejection dlseas *s, and prepn. thereof) 

Transplant rejection 

(allotransplant; Ph urea interleuki n-fl - 

treatment of interleuki n fi ™l5 • * i Z rece P tor antagonists for 
matitis lnte ^eukin-8-mediated diseases, and prepn. thereof 

(arA^i «. nL 



IT Dermatitis 



(atopic; Ph urea interleuki n-« 

-terleukin-8-media^^ for treatment of 

IT Lung, disease diseases, and prepn. thereof) 



IT Drugs 



(chronic obstructive* Ph i,^-* 

treatment of interleuk i traced' dLea' 8 ^ «t.go„i.ts for 
gs n me ^ated diseases,, and prepn. thereof) 

( TO f r"h <am^v i . 



3 — L " CJ - C UI/ 

(for chemokine-mediated diseases- pk „ ro 
antagonists for trekt^nt J^I^ rece P to - 
prepn. thereof) ini: erieukin-8-mediated diseases, and 



IT Kidney, disease 



— — — _r t uxocase 

(glomerulonephritis' Ph n%- A9 t 

treatment of^S^uSn^S^S"" 8 reCept0r anta 9°nist s for 
Transplant and Transplantation d ^eases, and prepn. thereof) 

receptor antagonists 

Brain Kln mediated diseases, and prepn. thereof) 

IT IntisSe°^L U :ase TNF "- alpha - M in br.i» injury, 

(inflammatory; Ph urea interleuki n-ft *. 

of interleukin-8-mediated diseases and a ^ a ^ onists for treatment 

IT Reperfusion diseases, and prepn. thereof) 

(injury, cardiac and renal • Ph ■ 
IT H..^ r 5Ii«.r tteI " TNF -- Sl " h »- tragic brain i„ jury) 

Kidney, disease 

ok (circulatory collapse) Md " ted d «e«es. and prapn. theraof > 

r c; q -i . r» i_ . 



\ v^iaj_ a uuxy collapse) f'-'-r 41 • i-iieieor J 

(septic; Ph urea interleuki n « ^ 

interleukin-8-mediaced diseases aS anta 9 onists for treatment of 
IT Brain, disease aiseases, and prepn. thereof) 

(stroke; Ph urea interleuki n-R >-= 

interleukin-8-mediated diseases antagonists treatment of 

IT Shock (circulatory collapse)' thereof > 

tre°a X imenc°o C f ISf^ii^e^. 1 ^^* — ptor antagonists for 
IT Intestine, disease 6rleUkln 8 ^diated diseases, and prepn. thereof? 

/ill /-■ £i v- 4- 4 _ i • . . 



(ulcerative colitis- Ph n»-^ • 

treatment of lniSw2n^iSi!2 e S? in - 8 rece P tor antagonists for 
IT Interleukin 8 receptors ^diated diseases, and prepn. thereof) 

DT • RPR tm ~i ; 



--w^a. J . cun .j., 1 0 receptors ' " w t"-=pn. cnereot) 

RL: BPR (Biological process) • R<?n , 

(Biological study); ? R0C (Process) 9 StUdy ' uncla "ified) ; BIOL 
(•alpha.; Ph urea interleuki n-ft . 

interleukin-8-mediated diseases a h ? anta 9 onis ts for treatment of 
IT Interleukin 8 receptors aiseases ' and Prepn. thereof) 

RL: BPR (Biological process) - r<?m im , 

(Biological study,; PROC (Pr^es", StUdy ' Unclassif ^d) ; BIOL 
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(.beta.; Ph 



RN 
CN 



it i-tlr^-^^S^^tar antagonists for treatment of 

IT 118362-72-4P 201466-89-9P ?ml« ? r6pn - the "of) 

201466-93-5P 20l2X-M-Jp 20^66 95 1p J01466-91-3P 201466-92-4P 
201466-98-0P 201466-99-lP 2oJ«5'2o'?S ?01466-96-8P 201466-97-9P 

2-Nitro-6-c;anopne t S 5 ' 6 5?^S 2 °4 r - 0 ;i en0l 1 h 281 7""-9P, 

55204-93-8P, 2-^lorob en z y l\ 6 s ^ n P ; te ^ Fl^?*™? ^ 1)b ^ 
2-Amino-6-cyanophenol 72534-45-3^ p^o, 3 4 ~? 1_1P 676 08-57-5P, 

(Phenylsulfamido)benzonitrUe 899QQ 1 " 71 " 8P ' 3 ~ 
2-Amino-5, 6-dichlorophenox 182499 «T « 6P U6278 -69-4P, 
201467-03-OP 20146?-oJ-lP 1824 "- 81 - 6P 182499-82-7P 185424-21-9P 
RL: RCT (Reactant); SPN iSvni-^H 

(Reactant or reagent) (SynthetlC Preparation) ; PREP (Preparation); RACT 

tSSenrof^nterSkS TZJT^T^ 8 recept - antagonists for 
IT 89-97-4, 2-ChlorooeLylaL" S-oSI A^ 3 '^ Pr6pn ' thereof, " 
2-Aituno-4-nitrophenol 121-Sfl n S » L ^"odaphenylmethane 99-57-0 
Methanesulfonyl chloride 340-^5-6 Y r^ Y " 4 ; nitr ° aniline 124-63-0, ' 
alcohol 576-24-9, 2, a-Dich^o^i^^-" vT ^f^thyl, benzyl 
611-20-1, 2-Cyanophenol 1548-6? to m -if ' 2_Anu - n °- 6 -nitrophenol 

1943-82-4, Phenetnyl isocyanate Im?^? 1 ^^^ 1 " 6 -^"*^ 

(S^^-SJSS^t « reagent) 

IT SSSS^^o""' 8 -^ 1 — - anTp% r n ?~- S ° f 
RL: RCT (Reactant); RACT [R«,i-,r,f 

(reaction; Ph ureHnteSiSS « rea 9" ent > 

interleukin-8-mediated diseases ™?£° r an 5 a ^nists for treatment of 

55586-26-0 HCAPLUS ceases, and prepn. thereof) 

Benzonitrile, 4-amino-3-hydro*y- (9CI) (CA INDEX NAME) 




CN 



OH 



» Sf^„f iSujJS™" °»™«« 2003 ACS o„ STN 

PkVT 1 "1 r ^ ^- ^ . _ 



DN 125:275430 
TI 



IN 



SSSS ° f ^^nylurea derivatives as interleu k in-8 receptor 
Wrddowson, Katherine Louisa; Veber Dani.T p u 

Joseph; Rutledge, Melvin Clarence Jr ? u f^"*'' Jurew ^z, Anthony 
Snuthkline Beecha m Corporation USA ' Hert2be ^' R °-ert Philip 



PA c m ; f Ur 3 ' ^cxvin clarence, 
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Patent 
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Al 
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SN, TD, 
Al 
B2 
Al 
GR, LU, 
A 
T2 



DK, ES, 
19971203 

FR, GB, 
19990323 
19970821 

BG, BR, 
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W 
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SE, 
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MC, NL, PT, SE 
19960216 

19960216 

19960821 
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FI, FR, GB, GR, 
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EP 1996-929723 
PT, IE, SI, LT, LV, FI 
CN 1996-180245 
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AB The title compds . [I; X = O s • n - 

(halo)alkyl, C2-10 alkenyl, cl-?o (Llt\ Jv~ ' al °' N ° 2 ' c ^ no ' ""10 
. aryl, aryl-ci-4 alkyl, aryioxy arX rV* N3 ' H0 ' C1 ~ 4 hydroxyalkvl 
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psoriasis or atopic dermatitis dlsease 13 selected from 

disease, adult respirator^ distres^ a ' chroni = obstructive pulmonary 
bowel disease, Crohn" S^^JS^lIJ^" 1 '' infla ^torJ 
endotoxic shock, gram neo Sf >n«i« ! ratlve colitxs, septic shock, 
and renal reperfuL™ Sur;^S«^-n^^■ y,,dI ^"' stro ^ cardiac 
disease, graft vs. host reaction »n. P i!"' . thrombosis ' Alzheimer's 

mmol Me 4-amino-3-hydroxybenzoace was addel^o r ^f ctions - Thus, l.l 9 
isocyanate in toluene and the resulting tt\ * S ° ln ' ° f 1 ' 19 mmo1 p * 
•apprx. 80. degree, for 24-48 h to grve 90% w ^V""^ 3t 

ST ^ eth i XyCarb ° nyl,phen y^ -phenyl^rL t 2 - h ydroxy-4- 
ST phenylurea preon intPrUnn/o y-Luj-e*. 

diphenylurea^ S^rS^Sti.'S^ri- T 1 "? PS ° riaSis treatm -t 
diphenylurea; chronic obstricttve nu^Z dl P hen y lu ^a; asthma treatment 
diphenylurea; adult resoKf^™ h- P ? " y dlsease treatment 
arthritis treatment SpheSrurea rn^f treatm -t diphenylurea; 

diphenylurea; Crohn diL as r;;i:^^" £± ~ t0ry bowel disease 

treatment 

treatment diphenylurea; septic iSS ^^i^"'" ulcerat ive colitis 
shock treatment diphenylurea era™! ^ di P hen ylurea; endotoxic 

toxic shock syndrome tS^t^h^S"^^ 
injury treatment diphenylurea- i 'u rdlac renal "perfusion 

thrombosis treatment d^enylurla M^im!? ^ treatment diphenylurea; 
diphenylurea; graft vs host react on ?T disease treatment 
rejection treatment dipntJylu^ea scroti ^ diphenylurea; allograft 
IT Sepsis and Septicemia enylurea ' stroke treatment diphenylurea 

J-T Inflammation inhibitors 

RL: BPR (Biological process - rqtt /d- -, 

(Biological study); pW (Proems) * StUdy ' uncla "ified) ; BIOL 

(prepn. of N,N'-diphenvlur M ^,i„ 

IT MenST ni8 5" ' """^ tT " " lnterleuki - 8 "ceptor 

Mental disorder 

iJte1l1:k\ r n!8 d r:c% a pt e ;A r n e L n aon° 1 ^^-^a derivs . as 
IT Intestine, disease^ antagonists for disease treatment) 

«^^trs■dI^ f Ji:^1i^i™ , derivs - as - ept or 

Respiratory distress syndrome 

"alio 3 Trans P lant ation 

„ T Z^' 0 ^^^ derivs ' as interleukin-8 

IT Inflammation inhibitors treatment) 
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IT Lung, disease 



IT Shock 



as 



IT 



Transplant ,„d T„" s "L°t,So" 9 ° nlStS £ ° r d "" Se 

frrraff _.r„ _1 ^ 



as 



Kidney, disease V 

JWhokine and cytoSa « c "*^ 1StS f0t di ""* treatment! 

: BPR (Biological process) - rsu tnt i 
(Biological study,; PROC (P^ces", (Bl0l ° 91Cal stu ^ unclassified); BIOL 
(interleukin 8 alnha 

IT t d t r i VS - as ^leui^nVrec^ 

Lymphokine and cytokine receptors anta ^^s for disease treatment) 
kl: BPR (Biological process) - Rqit (ni i 

(Biological study); PROC ^Process) ^ lca ^ study, unclassified); BIOL 

(interleukin 8 bet-* • 

IT Re a % int -^ukin-8 recept" :S g :L S st rror' d 0f N ' N '- di Phenylurea derivs 
IT Receptors antagonists for disease treatment) 

RL: BPR (Biological process)- Rqn /n- i 

UnKl 1 k tUdY,; ^ 'Process, 1091031 StUdy ' ^classified); BIOL 

IT r ^^-•"""in^rieukin^ "cXr'a'ntao^"; ° f N ' N ' "^enylurea 

Receptors receptor antagonxsts for disease treatment) 

RL: BPR (Biological Drocp«i . no, , 

(Biological study); P^HpIocLsV ^ StUdy ' Unc ^ified) ; BIOL 

(interleukin 8, bet-* • 
- vs . as -rieukin^^ 

» JSP* -^taasr derivs - - — - —or 

it s Jn^sL^ d1s^-~r deri - eukin-S receptor 

int\lL u S^% y ece r p°to e ; anTf' ° f N ' "^nylurea derivs as 
IT 25751-87-5P 85915-4 6-4p sKin"^ diSSaSe treatment 

160383-78-8P 160383-79-9P 5m«?"X nD 92949 " 89 -8P 117745-32-1P 
182498-11-9P 1 824 98—1 R ,fo! 97 """ 0P 182498-03-9P 1824QR ni , n 

182498-25-5P 182498-26-6P ! fiL 4 o 0 8 "o 8 " 6P 182498-20-0P 182498-22 Ip 
182498-32-4P 18249ft ! l ft 2498-28-8P 182498-30-2P 18?1q« ??'! P 

182498-40-4P leL^-^-lp i2flSS~fJ- W «2498-!S-?S 82498 SS-lp 

182498-47-1P 182498-48-2P 1824 98 5o1p 182498-46-Op 

182498-55-1P 182498-57-3P llllll c2~f P 182 498-52-8P 182498-54-0P 

182498-64-2P 182498-65-3P JSJIJ"!!'" 182 498-62-0P 182498-63-lp 

182498-69-7P 182498-70-0^ J JJJ Z I 2|J^" 5 ? 182498- 6 6 8 3 -^ 

if 102498-72-2P 182498-73-3P 
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182498-74-4P 
182498-79-9P 
182498-84-6P 
182498-89-1P 
182498-94-8P 

182498- 99-3P 

182499- 04-3P 
182499-09-8P 
182499-14-5P 
182499-19-0P 
182499-25-8P 
182499-30-5P 
182499-35-0P 
182499-40-7P 
182499-45-2P 
182499-50-9P 
182499-55-4P 
182499-60-1P 
182499-65-6P 
182499-70-3P 



10/1/03 

182498-75-5P 
182498-80-2P 
182498-85-7P 
182498-90-4P 

182498- 95-9P 

182499- 00-9P 
182499-05-4P 
182499-10-1P 
182499-15-6P 
182499-20-3P 
182499-26-9P 
182499-31-6P 
182499-36-1P 
182499-41-8P 
182499-46-3P 
182499-51-0P 
182499-56-5P 
182499-61-2P 
182499-66-7P 
182499-71-4P 
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182498-76-6P 
182498-81-3P 
182498-86-8P 
182498-91-5P 

182498- 96-0P 

182499- 01-OP 
182499-06-5P 
182499-11-2P 
182499-16-7P 
182499-21-4P 
182499-27-0P 
182499-32-7P 
182499-37-2P 
182499-42-9P 
182499-47-4P 
182499-52-1P 
182499-57-6P 
182499-62-3P 
182499-67-8P 



182498-77-7P 
182498-82-4P 
182498-87-9P 

182498-92-6P 

182498- 97-1P 

182499- 02-lP 
182499-07-6P 
182499-12-3P 
182499-17-8P 
182499-22-5P 
182499-28-1P 
182499-33-8P 
182499-38-3P 
182499-43-0P 
182499-48-5P 
182499-53-2P 
182499-58-7P 
182499-63-4P 
182499-68-9P 
182501-57-1P 

except adverse) 



182498-78-8P 
182498-83-5P 
182498-88-0P 
182498-93-7P 

182498- 98-2P 

182499- 03-2P 
182499-08-7P 
182499-13-4P 
182499-18-9P 
182499-23-6P 
182499-29-2P 
182499-34-9P 
182499-39-4P 
182499-44-1P 
182499-49-6P 
182499-54-3P 
182499-59-8P 
182499-64-5P 
182499-69-0P 
182700-31-8P 

BSU (Biological 



RL- BAC (Kirsi 182499-72-5P 

BIO, (Biological stioyf f \Hf tS^'S ' ,u™ r""~ 

IT 86 IT „ g °f f V" di ""« treatment" Lnt " U " k ^ "<=*Pt°r 

11 86-84-0, 1-Naphthyl isocvanat P Ri \n o o , 

88-67-5, 2-IoSobenzoic HIT 90-43-" 1'phl Ph ^ lamin -"*>°nyl P henol 

o-Phenylenediamine, reactions 95-55^6 2 P 91 " 93 ~° 9 5"54-5, 

Phenylsulfonyl chloride 98-17-9 2-Arrunophenol 98-09-9, 

cresol 99-56-9, 4-Nitrr>-i , 'u ' ; ' aX P ha • ' • al Pha . , . alpha . -Trif luoro-m- 

5-Nitro-2-hydroxyaniLne \ OO^^f ^ "- 57 -°' 

Phenyl isocyanate, reactions 106-40-1 4 n^' r f actions 103-71-9, 

3 m7v u' 2 - H y drox y-3-aminoanthraquino n ; TlTTn^^ l 16 " 63 " 2 
3-Nitrobenzenesulfonyl chloride 12i-60-8 I fill w" 51 " 7 ' 
chloride 121-88-0, 2-Aminn-R ^ * u , 4_Acetamid ophenylsulf onyl 
reactions 137-07-5 nit "P h f no1 124-38-9, Carbon dioxide 

320-76-3 329-01-1 3- T S ° Ph ! n01 274-09-9, 1, 3-Benzodioxoxe 
2-Nitro-3-fluorophe;ol SfTW^J ,-ocyanate 385-5.-3 

394-33-2, 4-Fluoro-2-nitro P nenol ' 40T9S-6 5 ~^f °^ b f-- acid 
nrtrobenzotrifluoride 444-30-4 2 -TH 4-Amno-3- 
5-Fluoro-2-nitrophenol 463-71-8 2 ^ f ^ orometh ylphenol 446-36-6, 
2-Hydroxy-3-aminoben 2 oic acid 544!^ °P ho »9 ene 534-85-0, 
2-Anilinoaliline 576-24-9 2 3-n LhT Copper (I) cyanide 570-23-0, 

603 87-2, 2-Hydroxy-3-nirro 9 ;niiine DlCh 09 r -°?S! 2 nOl 4 ^"m" 8 ' ^^nol 
611-20-1, 2-Cyanophenol 614-68-6 2-Methvlnh- ' ?~ Dlchlor °-2-nitrophenol 

2- Bromoaniline 618-45-1 ^ t= Metnylphenyl isocyanate 615-36-1 

644-35-9, 2-Propylpheno! 1 ' 'oO-^-T^^ 1 f 0 " 17 " 7 ' 3-BthylphLol ' 
776-04-5, 2-(Trifluoromethvl)LnL 2 :" etho *yphenyl isocyanate 

3- Cyanophenol 1548-13-6 J!?h 2? 8Ul£ony i ch l°ride 873-62-1, 
2-Bromophenyl isocyanate ' 1623-^-? r °4 ^J^P 11 ^ 1 isocyanate 1592-00-3, 
l™ 2 - 95 - 4 ' *««n±um thiocyaLte W99^3?; n W^ Ulf0nyl Chl ° ride 

2I 3°-i2- e 7 2 9 ph'"' 7 K Ben2ylsUif - y l 8 ^ 9 h L\ i 0 ^ 3 - M ^ t 5 y _^- 1 Ze --"on y l 

^ 7 ' 2-Phenoxybenzoic acid 2285-1? ? o t -L ' 3_c yanoaniline 

isocyanate 2374-03-0, 3-Hvdroxv-4 JL I ' 2 ~ Trif l uo romethylphenyl 

4- Bromophenyl isocyanate 2612-57 Q^ ?*n" Z ? C aCid 2493-02-9, * 

methylanxlxne 3272-08-0, 2-Nitro-4-cyanophenol 3320-83-T y ~ 4 " 
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IT 



2 Chlorophenyl isocyanate 3^?fi-ft£ ^ o xt-* 

3470-49-3, 5-Hydroxy-l-Indanone 409; l^'S? 1 "? 1 isoc y^e 
5395-71-1, 2-Ethoxyphenyl isoSyanaJ S^S T^'J" ^ Chl ° ride 
hydroxynaphthalene 6344-59- 8 ; l-Hvdroxv-2 "7°' 3"Anano-2- 
Ammonia, reactions 13020-57-0 Vll 7 f-nxtrof luorene 7664-41-7, 
Dimethylsulfamoyl chloride 1 ^iSf f* X ^ e " 2 °P^none 13360-57-1, 
chloride 16741-98-2, 2-FluoroohenS"? 16629 - 19 ~ 9 < 2-Thiophenesulfonyl 

2- Phenylphenyl isocyanate 1^92 1 THf * u 17337 ~13-2, 

3- Chloro-2-nitrophenol 18162-48 « I' 3 ^ethoxythio P hene 17802-02-7, 
18493-15-7 187?4-37-5 8-O^noi ' f f - But y ld i^thylsilyl chloride 
3-Methoxyphenyl Locyanate ^KiSS^&S 1 ?*? 18908 -^^ 
Camphorsulfonyl chloride 23095-31-0 \ 4 i Z^" 4 ' ( + ) " 10 " 
chloride 24615-22-3 2638fi-ftfl o n- u' 4 ~? lmethox yPhenylsulf onyl 
Sodium azide 32315-10-9 Hi t ' ^P^^Phosphoryl azide 26628-22-8 

isocyanate 

^ya^"^^^ 

4-amino-3-hydroxybenzoare eS^-fT/n^r^* 63435 -^-5, Methyl 
69812-29-9, 2-Acetanudo-4-n,et^yl^f t hl ' l\ 6 ~ D ;! luo f ^^nyl isocyanate 

2,3-Difluoro-6-nitro P henol 9^254-8?-? IT 0 ? 71 ^ hloride 82419-26-9, 
99968-81-7, 3-Iodo-2-hydroxvanilin e n^?^ oc Y i° XybenZOphenone 
sulfonyl chloride 146224-62-6 5 \ . 126714 " 85 -°' 2, 3-Dichlorothiophene-5- 
182500-26-1 2-Trifi,,.™ \t ' 5 ~^ nocarb °nyl-2-aininophenol 

2^no-\ P la 2 ^ 399-97-3P, 

2-Amino-4,6-dichlorophenol 1214-44-4P 2 a™ ff f ' 
(phenylaminocarbonyl, phenol 4291-30-9P 2^, I u 
4363-03-5P, 2-Amino-5-phenylphenol 2-Nrtro-e-phenylphenol 
acid 6236-69-7P 7256^3-3^ J-AainU'h^ ' «' ^"^^ioxybenzoic 
2-Amino-4-cyanophenol 15864 32-1^ ^^5 Y «o°^ YflUOrene "543-43-2P, 
18495-15-3P, 2-Nitro-5-cyanophenol zlllt ^ :?^ 2 ^ 1 ^^^ 1 ^^ 
drchlorophenol 28177-79-9P 2-Stfr„ I 165 ~ 60_8P ' 2-Nitro-5,6- 
^no-S-hydroxybenzophenone MOO^l-^TTo? 31684 -63-6P, 
43200-46-OP 53442-24-3P 2 a™ J « u ' 2 ~ < Phen Ylsulf amido) aniline 

2-A m ino-3-fluoro P henor 5398^^ ^T^T* 53981 ~ 23 -0P 
63S- n 94-2p Chl0 6« -5p 6 °S n 3 0 - 8 6 P ' ^^^^-thiophenecarboxync acid 

F£ 7 ^ 

2-Nxtro-6-propylphenol 115023-6S-QP Tf H5023-64-8P, 

ipnenyisulf amido) benzonitrile 182499-82-7P, 
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^^^^ 

bro m ophenol LS^S^SSS^ST' 1- "' 2 - Nit --5-eth y l- 6 - 

2-^no-5- m ethyl-6-c y anoph;nol iLLt^; 6 "^"^ 1161101 18 2499-93-0P, 
hydroxybenzophenone 182499-95-?p L ?' 4 ~ Nl t"-3- 

182499-96-3P, S-Anuno^-hydroxvb^ onh ^^^roxybenzophenone 
182499-99-6P 182500-00-lP lJ??n2 «? 4 2_Anuno - 6 -benzyloxyphenol 

JS!SS5 SSKS iSSSS 3SSS3 

RL: RCT (Reactant) ; SPM fSvr^k^- 

(Reactant or reagentf (SynthetlC Preparation); PREP (Preparation)- RACT 

(Prepn. of N, N ' -diphenylurea derive 
5558T 2 a ni St ? S f° r d± " eaSe ""t^r 93 lnterleuki - 8 receptor 
RL RPT 7o ' 2 - Amin °- 5 -cyanophenol 

(^"Sn^^tr (S — iC P-Paration),. PREP (Preparation) . ^ 

Benzonitrile, 4-amino-3-hydroxv- /QrTi ,™ 

ayaroxy (9CI) ( C A INDEX NAME) 



H2N 




L13 
AN 
DN 
TI 

AU 



CS 

SO 

PB 
DT 
LA 
CC 

AB 



l^p™ C0PIRIG » T 2 »« ACS on ST„ 

123:246605 

In Vivo and in Vi>r^ o-k, j- 

6-Hydroxydopamine ^alogs 163 M Atoxic Potential of 

Department of Chemist™ ph u nard ' 

73019, USA ChemStry B -^enu St ry f University of Oklahoma, Norman OK 
Journal of Medicinal • n ' OK ' 

CO DEN : JMCMAR ; I S S N SSSf? (1 " 5) ' 38(20) ' 4087 "^ 
American Chemical Society 
Journal 

English 

1-11 (Pharmacology) 

Phys. and bxol. properties could best be correlated with 
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compared to i in a v , „ l S ,,!T^ ydopamine ' wer * -ynthe. lzed and 
analogs, in combination with the ltd 1 ^nTS "f , in Vitr °' The 

l-(5-anuno-2,4-dihydrox^h e nCn f Were Varied " The an alog 

and more selectee t" iT^T ^ WaS b ° th mo " —P^te 
histofluorometric glyoxylic acfd depl f ln 9 NE. Using a 

degeneration stain i Id X J 3 Fink-Heimer silver 

produced by 8. In vitro the i,! J neUral generation was 

represented by a formal potent," ran aToT ' 1 S ^ f ght anal °^ -as 
However, there was no obvious » a ? „ 5 t0 ~ 212 mV vs • SC E- 

extent of monoamine depletion fromtT T*** M8e ° f ° xidn - and the 
synaptosomal accumulation of^NE aTr^A it" 115 aMl " ° f 

1 is more potent in its interaction S??h J? ™ * W3S f ° Und that the «td. 
•mu.M) than the NE uptak^ site (H - M UPtake Site (Ki = 12 

used to det. that differences in NE~and nT^ co " ela tion anal, was 

not be explained by differences if porency ^"V* ^ anal0g C ° Uld 
However, there was a correlation w, L " Vltro u P ta ke blockade, 

and the EC50 for synaptosomal releLTof 1^/°/ r ^" ]NE Uptake blockade 
analogs (R2 = 0.96; for log?log Pi" r! - 0 It?**- f ° r the ei ? ht 

results for these two in vitro tests 'both" J ' 1 lndlcatin g that the 
same NE neuronal membrane cransoort ^! t leCt interaction with the 
Ki and EC50 was shown for Slmi1 " .correlation between 

log:log plot, R2 = 0.52), indi carina iH? ^ . ^ < R2 = 0-92; for 
membrane transport site h e !L ^ Wlth the Same DA neuronal 

single property^ that can account for ^frate that there is no 

of catecholamine neurotoxin related to tT^ Y °/ aCti ° n and/or P<*ency 
ST neurotoxic potential hvdrovvH™ f-hydroxydopamine . y 

IT Biological transport hydrOX y do P aml ne analog brain monoamine 
Brain 



IT Amines, biological studies 

RL: BPR (Biological process) - Rqn ~i 

(Biological study); PROC (Proems) ? StUdy ' Unclass if ied) ; BIOL 

(mono-, in vivo and in vitro stnriio«= ~„ <-u 

6-hydroxydopamine analoqs) StUdl8S ° n the neurotoxic potential of 
IT Toxicity 

RL Anv't^ 6 - H y drox y d °Pamine, analogs 

KL. ADV (Adverse effect i n H„H^„ <- ■ • . . 

effector, except adverse) bsS (bL w"?' ' BAC < Bi °l°9ical activity or 
(Biological study) (Biological study, unclassified); BIOL 

t\^o^d% d ami\e V \\ r a°i og t s T eS " ^ ial »f 

IT 38411-80-2P 41241-36-SP L 

106868-44-4P llJ^e^SjiEl 7p 41241 ~ 41 - 2P 

RL: ADV (Adverse effect, including' cox'icity, ■ BAC (Bio, ■ , 

(in vivo anS in vitro ."^an^^^^^tio,, 
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6-hydroxydopamine analogs ) 
IT 50-67-9, Serotonin, biological studies Si-di 9 m '. 

51-61-6, Dopamine, biological studies ' Nore P ine P h "ne 

Sof™iiS°iS^ ?ROC Ce ^ r oce B s S s, (Bi0l ° giCal "**-«i-d> , BIOL 

6^dXCi n ne^ef eS ^ neUr ° t0XiC P ° tential ° f 

IT B^ t ^ 6 ^ isstss astsis 

(LcSn^^rre^ntr" W"~> ' PREP (Preparation); RACT 

^x^:;r on the neurotoxic °< 

IT 41241-40-lP 168699-64-7P 

(Synthetic proration, ?' BIOl",^"^ 1 ,?^'. PREP^Preoar' J ■ ^ 
(in vivo and in vit™ qh,Hi' fl(! 2u y// FKbF (Preparation 

e-hydroxydopaminr^alogs? °° neUr ° to * ic Potential of 

41241-40-1 HCAPLUS 

1,4-Benzenediol, 2-amino-5- (2-aminoethyl) - (9CI, (CA INDEX NAME) 



RN 
CN 



HO. 



CH2-CH2-NH2 



H2N ^ ^OH 

RN 168699-64-7 HCAPLUS 

CN 1,4-Benzenediol, 2-an,ino-5- (2-aminopropyl , - (9CI, (CA INDEX NAME) 



MH 2 

H0 \^. CH 2 - CH- Me 
H 2 N OH 



SSn" ^p L "„T LUS corai<M 2003 *» - •» 

115:228991 

Carst^ r T lanin ° f the hUman substantia nigra 

Ha a n r s S : a R; s e R ng g re a n r ; Eva Id ^' '"^ Hind ^h-August S son, AnniXa; Rorsxnan, 

DeD- T)<=> rmafAl tt~,-._ t . , 



L13 

AN 

DN 115:228991 
TI 

AU 



r iWk jtuy 1. en , CiVaia 

SO B?o; h Demat01 " UniV - Lund ' Lund - S-221 85, Swed 

Biochimica et Biophysica Acta (1991) 1097 21 1, «n 
CODEN: BBACAQ; ISSN: 0006-3002 2_6 ° 



CODEN: BBACAQ; ISSN : 0006-3002 
DT Journal 
LA English 

CC 13-1 (Mammalian Biochemistrv) 

AB Tha ^-J ^ . r- . , . ■* 7 



x u v iammaiian Biochemistry) 

tt.,t„.„t „itn »« ,„ d the . ampl .f ™^ an °^ r **by 
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ST 
IT 



RN 
CN 



H 2 N' 



*"Mno-3-^ AHP and 

Pyrrole- 2/ 3,5-tricarboxylic Tcld wS? ?L a " in 
in large quantities, indicating cvsteSiid «n ■ hydrolysis yielded AHPEA 
the pheomelanin moiety of the neu™^- d ° panane as th « main source of 
derived fro* cysteinyld^pa o^n Sett ^1^° ^ ^ ° f MP ' 
of dopa were also obtained by HI hvdroxvsL „? ^ * nd Sma11 ^antities 

yield of PTCA was low but the tJtZ u *> ? f the neur <™elanin. The 
neuromedin is of the eu^eWn ^ ^ Sh ° W that part of the 
occasional exhaustion orThe gtutaS^ne °l com P^ible with an 
of neuromedin formation glutathione-cysteine redn. system at the site 

^oLlTXX ^ -^tantia nigra; 

Neuromelanins nigra, eumelamn brain substantia nigra 



RL: PRP (Properties) 

IT PheoSinf' ^ hUman bra±n '*"t.ntia nigra) 

RL: BIOL (Biological study) 
IT Melanins"" SUbStantia ni *"< <>f human, compn. of, 

RL: BIOL (Biological study) 

feu-, of brain substantia ninra ^-f u, 
IT Brain, composition 9 ' human ' com P n - of > 

it i.«rS- t ? t s.ssL£s™sst.s5i c °" pn - ^ * ■■—> 

RL: BIOL (Biological study) 
IT 104083-7 r 7°-4 e p anin f ° rmati ° n fr ° m ' in hUman substantia nigra) 

RL: ( P repn Sy o^ etiC PREP (Preparation, 

IT 104083-77-4P 

RL ^Prepn Sy o n f? etiC Prepa " tion > ' (Preparation, 
104083-77-4 HCAPLUS 

Phenol, 2-amino-5-(2-aminoethyl,- (9CI) (CA INDEX NAME) 
CH2-CH 2 -NH 2 



OH 



» Sfs^lsf ^p2S PLUS C0PYRIG " T 2003 - « 



DN 111:144155 

" gBnBGSBBgK 

Jpn. Kokai Tokkyo Koho, 15 pp 
CODEN : JKXXAF PP * 
DT Patent 
LA Japanese 
IC I CM G03C001-72 



IN 
PA 
SO 



CC 



74-0 IM*. Ch^ stly , P hotochemistry , photog „ phic othet 
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Reprographic Processes) 
FAN.CNT 1 

PATENT NO. KIND naTF 

°^E APPLICATION NO. DATE 

PI JP 01021440 a? looonio/, 

PRAI JP 1987-178727 "S?S"5 1987-178727 19870717 

layer contg. an o-naphthoauinnn!^! ^ f support, a photosensitive 
(residual monomer content ?<?o£? * ^n? 11 ^ * Cid ester and P°lymer 
halogen, alkyl, aryl" carboxy" R3 - h u ( c ONHR4XmYOH) - (R1,R2^H 

IT i 92 ;»^ contg - 
RL \ m Lr? n fn u r P ii a ^ an 0 u f f r ture); prep 

IT 68510-93-0 84135-66-0 
RL: USES (Uses) 

IT 6858?- S^lSS&oS P °U5nf i^ 11 ^- Pl9teS) 

RL: USES (Uses) 115111-33-6 117646-96-5 119417-67-3 

(pos . -working photosensifi w t ._ 

IT 920-46-7, Methacrylyl chrorrde 9 " P ^ C ° ntg " chem ' resistant) 

RL : RCT (Reactant); RACT (Reactant or reagent) 
reaction of, with huHr-ov„ 7 nc ' 

IT 83-55-6 123-30-8 55586-26-J YdrOXy na P hth Vl amine) 

RL : RCT (Reactant); RACT (Reactant or reagent) 
IT 5 Ss£TeT ° f ' With metha ~^ chloride g r nt) 
RL : RCT (Reactant); RACT (Reactant or reagent) 
HN 5558^0°^^ chlorideT^ 
CN Benzonitrile, 4-amino-3-hydroxy- (9CI, ( CA INDEX NAME) 




CN 



DN 110:57408 

SO Jpn. Kokai Tokkyo Koho, 15 pp. ' ' Japan 
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CC 



CODEN: JKXXAF 
DT Patent 
LA Japanese 
IC ICM C07D498-18 

ICS A61K031-535; A61K031-54; C07D513-18 
26-5 (Biomolecules and Their Synthetic Analogs) 
Section cross-reference (s) : 1 
FAN.CNT 1 

PATENT NO. KIND DATF ^r,r,T-r^ 

APPLICATION NO. DATE 



OS MARPAT 110:57408 
GI 




AB The title compds . I [X = O S- Rl - run n-x a , 

ST rifamycin derrv plepn antr^X a9ainSt MiCr ° COCCUS lute - 12708. 
IT 13553-79-2, Rifamycin S 

RL: RCT (Reactant); RACT (Reactant or reagent) 
454-8r9°TA enSat i° n ° f ' Wlth ami ^Phenol deriv. ) 
RL. RCT (Reactant); RACT (Reactant or reagent) 
S ? Jn y ^°no nd r Sati ° n ° f ' With "famycin S) 

H4484-31-0P. 

hydroxyethyl, phenol 118172-67-1P uei?££' 3P~^T~ ( f~ 
(methoxymethyl) phenol 118172-71-7P llfi^f 79 «o ;^ n0 " 4 " 
RL: RCT (Reactant) • SPN K,,ni-Lf H8172-72-8P 118172-74-OP 

(Reactant or reagent) ^ neZ1C P re P"ation) ; prep ( Prep 

aration) ; RACT 

IT 41 8 if-13- 0 p an ? S y H l0C ° n f nSati ° n ° f ' With rifamycin S) 
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S^^^tf" 1 > ™* (Preparation); RACT 

tt ^oi P ff P ?' and h y dr °genation of) 

l 6 iai7 2 5 - 6 7 -5! 6P 6 \\^l 7 T 7 8 3 P - 9p 118 1 1 ^- 7 6 r 7 8 | .p 118 , 1 ? 2 - 65 -^ "B172-68-2P 
118473-04-4P H8172-76-2P 118172-77-3P 118473-03-3P 

(Lcta^^rre^entr" Potion), PREP (Preparation,; ract 

IT 69 9 ^ 6 r 0^ DP r n ^ f r :^jnr dekvs ^ ° f antibiotics, 
RL: (prepn Sy of? etiC pre P aration > > *™ (Preparation, 

IT imS^S:?? iiiSJzjjZo 7 ; Si"nr?: h^^p 

118172-44-4P 118172-45-5P AlVliA'^ ; i8 "2-42-2P 118172-43-3P 

118172-49-9P 118172-50-2P llliil 11817 2-47-7P 118172-48-8P 

118172-54-6P 118172-55-7P " " H8172-52-4P 118172-53-5P 

118172-59-1P 118172-60-4P "S"|l2f"IS ^l' 51 - 9 * ^172-58-OP 

RL: BAC (Biological activity or ffjf t H8172-62-6P 118172-63-7P 

study, unclassified, rsPN (Lnthetfc C n° r ' '"f? 1 * adverse > ' BSU (Biological 

study,; prep (Preparation, Peparatl ° n); BI0L (Biological 

IT qq i? r ! pn - ° f ' as antibiotic, . 

t u lZ ' p ~ H y droxvac etophenone 501-94-0 704-1 ^ ■> , ., 

P-Methoxymethylphenol 5471-51-2 7 i« i, , J^T* "55-17-9, 

4-Chloro-3-nitrobenzaldehyde 55912-20 4 Zr^ 14191 - 95 - 8 16588-34-4, 
57375-25-4, 3-Bromorif amycin S ' 4 - Chloro - 3 -nitrobenzyl alcohol 

RL: (reLti: n C o? nt); ^ <ReaCtant ° r re ^ent, 

IT 704-13-2 3-nJ d ' rn ln prePn ' ° f rifamvci * antibiotic, 

I L f 3 Hvdrox y-4-nitrobenzaldehvde 3011-^ c » „ 
mtrobenzaldehyde y J011-34-5, 4-Hydroxy-3- 

RL: RCT (Reactant,; RACT fD Par1 .. B) . 

(redn. of, (Reactant or reagent, 

IT 118172-74-OP 

en uei7|!?;V^cSr° ,,d '"" til> " of ' " ith si 

™ Phenol, ^.o-S-Hdi,^,^,,. (9CI) (CA INDEX NAME) 




« »8™ R 0 2 3 2 4° F „Sp L !lr PLUS C ° PYRIGHT 2003 *» - ™ 



DN 106:50224 
TI 

IN 

PA 

SO 



sssj^rs^TAi^ss 1 ^? r h dicinai 

Sobering A. -G., Fed. Rep? Ger. Lehmann, Manfred; Schroeder, Gertrud 



Schenng A.-G., Fed. Rep. Ger 
PCT Int. Appl., 67 pp. 
CODEN: PIXXD2 
DT Patent 
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LA German 

IC ICM C07D231-56 

r.3^^SS.5BS38 3S8S 

FAN.CNT 2 

PATENT NO. KTND dattt 

„_ DATE APPLICATION NO. DATE 



CC 



PI WO 8601204 

W: AU, DK, 
RW: AT, BE, 
DE 3430310 
DE 3525563 
AU 8546777 
AU 592765 
JP 62500168 
AT 76639 
DK 8601687 
US 4958026 
PRAI DE 1984-3430310 
DE 1985-3525563 
EP 1985-904092 
WO 1985-DE275 

OS CASREACT 106:50224 
GI 



Al 
JP, US 
CH, DE, 
Al 
Al 



19860227 



WO 1985-DE275 19850814 



FR, GB, 
19860227 
19870115 
Al 19860307 
B2 19900125 
T2 19870122 
E 19920615 
A 19860414 
A 19900918 
19840815 
19850715 
19850814 
19850814 



IT, 



LU, NL, SE 

DE 1984-3430310 
DE 1985-3525563 
AU 1985-46777 

JP 1985-503646 
AT 1985-904092 
DK 1986-1687 
US 1986-867365 



19840815 
19850715 
19850814 

19850814 
19850814 
19860414 
19860530 




Y =Q 



Z N 
Y ^NH =Ql 




rs 



NH =Q2 



N NH =Q3 




NH =q4 




AB 



Dopamine analogs R1R2NCH2CH2A (A = O m no ^ ~* 

alkyl, allyl; D = CR4, N; R4 = H c,' A Q3 ' Q4 '' R1 ' R2 = C ^ 

= OH, NH2, NHCOR3, NHCONH2 T nHS02CF3~ Y OH ' ££' NH2 '' E = C °' CS ' S ° 2 ' * 
NHS02CF3, NHS02Me; X notea Y 5£n -L" ' 2 ' NHC0R3 ' NHCONH2, 
OH,, useful as an.ihypertensiLf Ire ^" ^ ^ = C1 " 4 alk y 1; * = H, 
(I) was prepd. in 8 sL^f ^3^-02^^ 

after Bolus iniection in 02N (OH) C6H3CHO and PhCH2Cl. In 60 

decreased bl^p^uS lltT^Zll . « -g/kg I 



decreased blood pressure 22* #»i "YPertensive rats, 10 mg/k 



mm 



se, with 
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0% after 20 and 60 min. 

rl an tihypertensive dopamine analog prepn 
IT Antihypertensives 

(dopamine analogs) 

^T 0 °~^ 9 ; D reaCtiOnS 124 - 02 -7, Diallylamine 
RL: RCT (Reactant); RACT (Reactant or reagent) 

141 iTt «« b ?4 °/ inda2 °lylacetic acid deriv. ) 

(amidation of) 
IT 75-52-5, Nitromethane, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 123-38-rr:ac?Ln S f ' benzimidaz °lonecarboxaldehyde deriv. , 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 61873!9 d !? Sati ° n ° f ' With P hen y le thylamin e deriv.) 
RL: PROC (Process) 

IT 780i- C 5S-9 rSiOn ° f ' t0 aCid Chl ° ride) 

RL: RCT (Reactant); RACT (Reactant or reagent) 

IT 609 SH"^? f' With diam inobenzene deriv.) 
xi O09-09-6, Diethyl mesoxalate 

RL: RCT (Reactant); RACT (Reactant or reagent) 
76 s y ? ' at i? n ° f ' With ^thoxyaniline deriv. ) 

rea~ctio;s TrlflU0rOaCetiC ^ ^ C ^ S "9-52-4, Valeric acid, 

RL: ( cvclo Rea f ant,; ^ < Reacta *t or reagent, 
IT 100-^4 7 T den f at ^ n of ' w ^h aminoaniline deriv.) 

or it ' Benz y 1 chloride, reactions 

(R ^ actant >'- RACT (Reactant or reagent) 
IT 700-3^-9 1Catl ° n bY ' ° f h y drox y ni troben Z aldehyde) 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 69053-51-6 Catl ° n ° f ' With benz yl chloride) 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(formylation of) y c "w 
IT 106222-33-7 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 104lS 2 -^!8p 1On ^ C ^ Cli2ati - of) 

(Reac^Lt^rre^gentr" (Synth6tiC Potion), PREP (Preparation); RACT 

it io4^3 r - e ss: 9 p nd ias"s-g- of di ^p^-, 

(Lc^nr^rre^gintr" (Synth6tiC Potion), PREP (Preparation,; RACT 
(prepn. and acylation of) 
IT 104083-57-OP 

(Reac^r^r^agintr" P^^ion, ; PR EP (Preparation,; RACT 

(prepn. and amidation of, 
IT 106222-39-3P 

RL: SPN (Synthetic preparation,; P REP (Preparation, 
IT lOsgx^eP^ COndensation of, with nltroESii? 
RL: SPN (Synthetic preparation,; prep (Preparation, 
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^.0"^*™^™ ,Sy " th " ic P-P"«tion„ PREP (Preparation,, RACT 
(prepn. and cyclization of) 
IT 104103-20-OP 

vL£L?T5£l t 'r ,Sy " thetiC P"P»»i°"^ «» (Preparation, , RACT 

S^T^r f^g^SS^ 

(prepn. and debenzylation of) 
IT 104083-47-8P 

mLct C a T n^:r^i; t r N <SynthetiC ™ (Preparation); RACT 

106222-22-4P 106222-26-8P 106222-28-0P intlol * f"S 106222 - 19 -9P 
106222-36-0P 106222-42-8P 25 0P 106222-31-5P 106222-34-8P 

RL: (nrLn Synt !j et ^ P re P a " tiQ n) * P^P (Preparation) 
(prepn. and ether cleavage of) 

bt ;i!'5 P ' 4 - H y drox y-3-nitroben 2 aldehyde 

(LctLt R o e rre a a n gentr N Potion), PREP (Preparation); RACT 

IT 104lS: 2 p nd 6therificati - of) 

RL: RCT (Reactant); SPN (Synthetic preparation) • PREP | PrBna - • , 
(Reactant or reagent) ^ lon| ' PKEP (Preparation); RACT 

tt in4f£ft?\« nd form y lation °r acylation of) 

nztitu iiztzi-ii ziitii-ii io« 02 - 95 - 6P 

106222-40-6P 104103-09-5P 104103-19-7P 106222-04-2P 

(LctLt R o e rre a agent) PN > (Preparation,; RACT 

(prepn. and hydrogenation of) 
IT 104102-96-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
IT 1040?3 r !?6: 9 P ToToltTe-lT " deben2 ^ lation «d acylation of, 

(Lc^^^rrSgentr" ^" ati °»> ' «*P (Preparation,; RACT 

(prepn. and hydrolysis of) 
IT 104103-23-3P 104138-91-2P 

RL \prepn Sy ;nd e ^H P f e P aration > ' ««P (Preparation) 
TT m„ n hydrolysis or ether cleavage of) 

IT 104103-10-8P 104103-22-2P 106221-92-5P 

Si.Snt^r^iitf™ <SynthetiC Preparation, ; PREP (P re paration, ; RACT 
IT 10622^:4^ nitr ° Sati0n and cyclization of) 

R ReactLr R o e rre a a n gentr N (SynthetiC > ««* (Preparation,; RACT 

IT lOsiS^ reaCti ° n ° f ' With (dimeth yl a -no)ethylnitroindazole deriv. , 
(ReactLt^^gentr" Potion), ™* (Preparation); RACT 
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IT lO^lz-lto^ reaCti ° n ° f ' W±th dl P-Py la -ne) 

(Reactant^rr^iit)^ (SynthetiC P^-tion) ; PREP (Preparation,; RACT 
IT lOein^lP^ reaCti ° n ° f ' with hydroxylaminesulfonic acid) 

^acta'nt^^agintf" (Synth6tiC ; PR EP (Preparation,; RACT 

IT 104^2^:4^ reaCti ° n ° f ' with Potassium tert-butoxide, 

(R;ac"nt^r C re a a n gentr N ' ™» (Preparation,; RACT 

IT lOull-ltsl^ reaCti ° n ° f ' With S ° diUm Cyanide) 

R Reactan^:r C re a a5int) PN <SynthetiC ' *™ (Preparation); RACT 

IT 104^2^:9?^ reaCti ° n ° f ' W±th thi ° nyl Florida). 

R Lcta\r R o e r C re a a n g int) PN > *™ (Preparation); RACT 

IT 1041o"o?: 7 r d reaCti ° n ° f ' Wlth tert - butox y b -(di m ethylamino)methane) 

R Reac R t C L^ R o e r C re a a n gentr N ^"• ti «» *™ (Preparation); RACT 

IT 2295L r 0?-3p and 4B a ;zvl O oxvf t 3 P r °P ionald ^* or hydrogenation of, 

104083-61-6P fSSJjiS p 3 " n 4 r So- ld r yd 104lJ3 04 0 °r^ 8 " 1 fn. 
104103-07-3P 104103-16-4P n M»fK 7 • 104103 -°0-6P 104103-05-1P 

106221-99-2P 106222-Jl-9P' ^^^A^'^^^^' 119 

(ReacSnt^rre 3 ^^'^ ' **** (Preparation,; RACT 

(prepn. and redn. of) 
IT 104103-21-1P 

R Lcta T nt R o eaC r:a n gintr N ' ™ (Preparation,; RACT 

(prepn. and ring cleavage of, 
Jt° 41 ^ 9 !~ 8P 1062 22-00-8P 106235-58-9P 

(prepn SY off etiC Preparation) ; PRE * (Preparation, 
IT 81666-88-8P 101389-53-1P 101389-54-2P i ni »« ,„ , „ 

lS40°83 3 : I p' : 4 5 9 : 8 ° P P "i 0 0 a 8 rj!% 3 ! ^^-Sl-^P 104083-52-5P 

104083-65-0P 104083-67-2P X^ZXll ^ 104083-60-5P 104083-62-7P 
104083-73-OP 104083 3 -7 6 4 7 -lp P 104083-75-2P 10 ^V^' 

3SS 5HH: SB If," ~ 

106222-12-2P 06 22-~14 P oILTfs"^ 106222 - 10 - OP 106222-11-1P 

106222-20-2P 106222-2.-3P iSSI#"5t~fS ^f 22 " 17 "^ 106222-18-8P 

106222-29-1P 106222-30-4P 10G?4 J .1 "6222-24-6P 106222-27-9P 

106222-38-2P 106222-41-7P iat£ A n l ^J 222 ' 35 -^ 106222-37-1P 

106235-61-4P 106235-62-5P 106222 - 44 -° P 106235-59-0P 106235-60-3P 
RL: BAC (Biological activitv or pff or -t-^^ „ 

study, unclassified, - SPN rLn^hff ' C6pt adverse > > BSU (Biological 

ried), SPN (Synthetic preparation); THU (Therapeutic use); 

KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



IT 



HARDEE 10/052967 10/1/03 Page 113 

BI0 tJ!!nn l0g i Cal StUdW; PREP ' Pre Paration); USES (Uses) 
(prepn. of, as antihypertensive) 
IT 104083-48-9P 

RL: SEN (Synthetic preparation); PREP (Preparation) 
(prepn. of, as antihypertensive) 
IT 51-61-6DP, Dopamine, analogs 

RL: SPN (Synthetic preparation); prep (Preparation) 

jm co J P " P "- of ' as antihypertensives) 
-Li joId- 08 — 7 

RL: RCT (Reactant); RACT (Reactant or reagent) 

420 S a 9 tX °«« f i, W i th (benz y lo} <y)nitrotoluene) 
i mT°!Z 2 5 3°-62-l, N,N'-Carbonyldiimida 2 ole 6160-65-2 
N»N'-Thiocarbonyldiimidazole ' 
RL: RCT (Reactant); RACT (Reactant or reagent) 

IT 27077-?8-^° n ° f ' Wlth benzenediamine deriv.) 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT «.if^t" S-'k^^SSS' 1 " 1 - 01 "tert-butoxymethane) 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 77-78-1 n Wlth d± ~ Me Sulfate) 

RL: RCT (Reactant); RACT (Reactant or reagent) 

tt IT 0 * T ° f ' With di P r °Pylformamide) 

11 865-47-4, Potassium tert-butoxide 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 3851^8? ^Vm formamidinium Me sulfate) 

vl> Id 7p1 5 : Me ^yl-2-nitroanisole 104103-06-2 
RL. RCT (Reactant); RACT (Reactant or reagent) 

IT ^-^XrlpySm^ 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reactions of) 
IT 81654-50-4 



IT 



RN 
CN 



RL: RCT (Reactant); RACT (Reactant or reagent) 
(ring cleavage of) y 

l^SlSlS 104083 - 75 - 2P 104083-7V4P 

BI "prepn 0l Tf Cal ^ ^^IfJ^"^ ™» 

1040?3-?3:4 'hcAPLUS lhyPertenSiV6) 

Phenol, 2-amino-5-(2-aminoethyl)-, hydrochloride (9CI, (CA INDEX NAME) 




x HC1 
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RN 104083-75-2 HCAPLUS 

CN Phenol, 2-amino-5-[2-(dipropylamino)ethyl]- (9CI) (CA INDEX 



NAME) 



H2N 




CH2-CH2-N(Pr-n)2 



RN 104083-77-4 HCAPLUS 

CN Phenol, 2-amino-5- (2-aminoethyl ) 



(9CI) (CA INDEX NAME) 



H2N 




CH2-CH2-NH2 



RN 104103-32-4 HCAPLUS 

CN l^ 1 ^^ 0 - 5 - 12 '^^^)^!^ ^hydrochloride (9CI, 



(CA 



H 2 N 




CH2-CH2-N(Pr-n) 2 



2 HC1 



L13 

AN 

DN 

TI 

IN 

PA 

SO 

DT 
LA 
IC 

CC 

FAN. 



SK.?' H^Sf LUS copraiGHT 2003 Acs - s ™ 

105:172181 

Dopamine derivatives 

£he r S^r. f, £X°: Scht " d "- 

Ger. Of fen., 45 pp. 
CO DEN : GWXXBX 
Patent 
German 

ICM C07D231-54 

o? Q ^ 1K °31-135; A61K031-17; A61K031-41 

SecLin 1 ^ 0160111 ! 3 ^ Their ^^etic Analogs) 
Section cross-reference (s) : 1 
CNT 2 

PATENT NO. KIND na-rp 

KIND DATE APPLICATION NO. DATE 
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PI DE 
WO 



AU 
AU 
EP 
EP 

JP 
AT 
DK 
US 

PRAI DE 
DE 
EP 
WO 

GI 



3430310 
8601204 

W: AU, DK, 

RW: AT, BE, 
8546777 
592765 
189473 
189473 

R: AT, BE, 
62500168 
76639 
8601687 a 
4958026 a 

1984- 3430310 

1985- 3525563 
1985-904092 
1985-DE275 



Al 
Al 
JP, US 
CH, DE, 
Al 
B2 
Al 
Bl 
CH, DE, 
T2 
E 



19860227 
19860227 



FR, GB, 
19860307 
19900125 
19860806 
19920527 
FR, GB, 
19870122 
19920615 
19860414 
19900918 
19840815 
19850715 
19850814 
19850814 



DE 1984-3430310 
WO 1985-DE275 

IT, LU, NL, SE 

AU 1985-46777 

EP 1985-904092 

IT, LI, LU, NL, SE 

JP 1985-503646 
AT 1985-904092 
DK 1986-1687 
US 1986-867365 



19840815 
19850814 



19850814 
19850814 



19850814 
19850814 
19860414 
19860530 





OCHNH 




CH2CH2NH2 



AB 



ST 
IT 
IT 

IT 

IT 



Dopamine derivs . R1R2NCH2CH2A (A = 3 4-XYC6Tn n m 01 M 

cassia =S " ■ 

pressure 22% max mg/ K g in rats, I decreased blood 

Antihypertensives 

(dopamine derivs.) 
141-75-3 358-23-6 

RL: RCT ( React ant); RACT (Reactant or reagent) 

100 44 Y 7 tl0n !? y ' ° f amin °P he nethylamine deriv. ) 
iuu-44-7, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 
VOoise-^'ISn-^ls 0 ' hydr ° X ynitrobenzaldehyde, 
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IT 



RL: RCT (Reactant); RACT (Reactant or reagent) 
(benzylation of) 
IT 61873-94-7 

RL: PROC (Process) 

(conversion of, to acid chloride) 
IT 104102-93-4P 

(LctLt^rre^tf" (SynthStic P-paration); PREP (Preparation); RACT 
(prepn. and cyanation of) 
" loZtltll IZltlT-ll 104083-64-9P ^4103-28-OP 

m;,ctLt R :r^e«f P " ,Synth " iC »"»»«"°»>< ««P (Preparation, ; RACT 
(prepn. and debenzylation of) 

" l^ot'o^P IVAltllll io 0 Jio°r?il5 "J"*"""* "4102-9S-7P 
RL: RCT (Reactant) • Sp2 rfL-hiJ- " • 104103 -19-™ 104103-20-OP 

(Reactant or recent) (Synthetlc Preparation); PREP (Preparation); RACT 

(prepn. and hydrogenation of) 
IT 104103-26-6P 

SLS^"S°SSli t ?" ISJ " th " ic P"P««-=io„„ prep (Preparation ract 

(prepn. and hydrogenolysis of) 
IT 104083-56-9P 104083-66-1P 

(LctLt R o e rre a a5entr N <SynthetiC ^»"<») ' ™ (Preparation); RACT 
(prepn. and hydrolysis of) 

IT Sissjiss isijgijjzs; isssrsrs io ^-™-«* ^so-i? 

104103-04-OP 104lS 3 -07-3P lS 41 n^in"«o lO 4103 " 01 "^ 104103-03-9P 
104103-13-1P 104103-14-2P wJJJI"JS"5S J^ 3 " 11-9 * 1 04103-12-0P 
104103-21-1P 104103-22 ?p i21i!!~Jf~? P 104103 -16-4P 104103-17-5P 
RL: RCT (Reactant? |pNfs!n^ J 103 " 23_3P 104 103-24-4P 104138-91-2P 
(Reactant oTLa^t) ^ Preparation); PREP (Preparation); RACT 

(prepn. and reaction of) 
IT 104102-89-8P 

(ReactLt R o e rre a a1en t r N <SynthetiC > ™* (Preparation); RACT 

IT 1041^:3^ reaCti ° n ° f ' Wlth amine) 

(R^actLr^rre^intr" PREP (Preparation,; RACT 

2295rS n ^p and in!n^ i co ° f ' With thi °^ chloride, 

?04 9 l 5 03-2o 3 6P \T^-05-lP 104083 " 61 - 6P 104083-63-8P 104102-90-1P 

(ReactLr R o e r C re a a n gent) PN ^P^ion, ; PREP (Preparation); RACT 

(prepn. and redn. of) 
IT 104102-91-2P 104102-97-8P 

(Preprl^ofl 16 ' 1 " Preparation) ; PREP (Preparation) 

-^^p" lol^^ J £ r-Sfsp i 0 4083-53- 6 P 

104083-67-2P 104063-69 4P ,n4™?~5?~f P 10)cl83 -62-'P 104083-65-OP 

104083-74-XP 10 ! 6-' 4R 2 " 9 " 10 "«- 73 -» P 

Z04083-78-5P 1 04083-7 9 -6P ^OU-.&r'S.E^l-OP 1 „4083-82-lP 
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104083-83-2P 104083-84-3P 104083-85-4P 104083-86-5P 1040RT fi7 » 
104083-88-7P 104083-92-3P 104083-93-4P 104103-25-5P lOAlol 
lOAlotltll 1041 ° 3 - 3 °- 2P 104103-32-4P 104103-33-5P i 04103 " 27 " 7 * 

^Lf AC (B t° lo ?i cal activity or effector, except adverse); BSU (Bioloaical 

Bm? y ; R Un ? SS1 f led>; SPN ' S y nthet ^ preparation); THU (iherapeut us f 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(prepn. of, as antihypertensive) 
IT 51-61-6DP, derivs. 

RL: PREP (Preparation) 

(prepn. of, as antihypertensives) 
IT 96886-48-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn., hydrogenolysis and acylation of) 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(reaction of) 
IT 104083-47-8 104083-54-7 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, ) 
IT 100-46-9, reactions 124-02-7 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 142-84-7 tl0n ° f ' With indazoleacetic acid deriv.) 

RL: RCT (Reactant); RACT (Reactant or reagent) 

tt T^ ( ^ a ^ tl0n ° f ' W±th P hen ylacetyl chloride deriv.) 
n l^J-38-6, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

IT ^dfififir^of^" ° f ' W±th P^ylethylamine deriv.) 
J-i 104083-43-4P 104083-75-2P 104083-77-4P 

104103-32-4P 

RL: BAC (Biological activity or effector, except adverse) - Bsn f r»i ■ n 
studv. unclas^i f i »<-n • com ii ^.u j. • ^a^c^u duversei , tsbU (Biological 

J ' uiiciassiriea) , SPN (Synthetic preparation! • thti ^t<v^,.=~ <. ■ . 
BIOL (Biological study); P RE £ ( Preparation) f^Zo P 
(prepn. or, as antihypertensive) 
RN 104083-43-4 HCAPLUS 

CN Phenol, 2-amino-S- (2-aminoethyl) -, hydrochloride (9CI) (CA INDEX NAME) 




• x HC1 



RN 104083-75-2 HCAPLUS 

CN Phenol, 2-amino-5- [2- (dipropylaroino) ethyl] - (9CI) (CA INDEX NAME) 
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H2N 




CH2-CH2-N(Pr-n)2 



RN 104083-77-4 HCAPLUS 

CN Phenol, 2-amino-5- (2-aminoethyl ) 



(9CI) (CA INDEX NAME) 



H2N 




CH2-CH2-NH2 



RN 
CN 



104103-32-4 HCAPLUS 

dihydrochloride (9CI) 



H2N 




CH2-CH2~N(Pr-n)2 



2 HC1 



L13 

AN 

DN 

TI 

AU 

CS 
SO 

DT 
LA 
CC 
OS 
GI 



^85f62165 OF HCAP L ;s APLUS ^ ™ S ™ 

102: 62165 

[l,4]Benzoxa 2 ine-2,3-diones as antiallergic agents 

Loev Bernard; Jones, Howard; Brown, Richard E. ; Huanq Fu Chih- 

Khandwala, Atul; Leibowit-7 ui^aii t c ■ nudn 9' 'u i~nift, 

M _> „v ^eicowuz, Mitchell J.; Sonnrno-Goldman, Paula 

Dep. Med Chem. , Revlon Health Care Group, Tuckahoe NY 10707 USA 
Journal of Medicinal Chemistry (1985) 28(1) 24-7 ' 
CODEN: JMCMAR; ISSN: 0022-2623 
Journal 
English 

cls _ REAcf r^^SeS 0 COmP ° UndS ^ ^ ^ Het "° At ™> > 
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R — 




R 



nh 2 n 




III 



AB 



ST 
IT 
IT 

IT 

IT 



IT 



IT 



IT 



IT 



Benzoxazinediones I [R= H , 6-C1, 6-, 7-, 8-MeO 7-OH a i m 

-"S: 6 - 7 cS"c„ 6 cS 2E 6', 7 ;S 2 2 ?; v-KZiz' T-~l K "l: 

o neu b CH2CH. CH2, 6,7-(CH2,4, 6,7-, 5, 6-CH:CHCH:CH] were creed hv 

x y -!o"x;i ( ,s n i-s he x^ 1 " " ith ,c r >2 - "—^..StSSi. 1 ?!, 

: IT' A1 WH ' X ~ N H, Xl-O) were prepd. in 6 steps from 2 4- fMeOl 9rfiw^Muo ^ 

^ 5 tffi\JM'^i 2( ^~' I and' III were evaluated 

vitro withlft^tio^bu^e urn* d^tSr SS2T2 ISS^ - ± » 
passive cutaneous anaphylaxis (PCA) in the raJ tilt V?k inhibitory 

of the same potency level as disodlum cromoglycate Tn the RM^test^ rf *" 
some are effective orally in PCA. glycate in the RMC test and 

allergy benzoxazinedione benzobisoxazinetetrone prepn- anaohvlavi « 
benzoxazinedione benzobisoxazinetetrone prepn anaphylaxis 
Allergy ^ 

AnaphyL'xrs 2111 ^ 101163 benzobis ^^netetrones in treatment of, 

i??;cr V onr tane ° US ' benZOxazinediones ^d benzobisoxazinetetrones 
79-37-8 . 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(cyclization of, with aminophenols , 
95-55-6 95-85-2 99-57-0 454-81-9 2374-03-0 a, a 

5417-63-0 7107-04-2 1 ^ns? qo i LI „ 2834-92-6 

40925-7fl-n InooQ %f , 13052_92 - 1 13066-95-0 20734-76-3 
92643-73-? 409 25-71-l 55586-26-0 92643-71-5 92643-72-6 

RL : RCT (Reactant); RACT (Reactant or reagent, 

}f£X ati 2,2:.££ ox ^yL Ch ^5 ide V b - z ^azinedione deriv. by, 



2835-98-5 
28094-04-4 



3597-63-5P 
81055-21-2P 
81055-28-9P 
81066-48-0P 
92643-69-1P 



27383-80-8P 
81055-22-3P 
81055-29-OP 
81066-49-1P 
92643-70-4P 



27393-19-7P 
81055-23-4P 
81055-30-3P 
92643-66-8P 



27393-20-0P 
81055-25-6P 
81055-31-4P 
92643-67-9P 



72985-52-5P 
81055-27-8P 
81055-32-5P 
92643-68-0P 



IT 



study,; PREP (Preparation, Preparation,, BIOL (Biological 

926i?- r 7?-ip and 92 a S3!81- e 7T C ° £) 

(Lcta\t R or C r:agintr N P-paration, ; PR EP (Preparation,; RACT 

926iL r 7np and 92 C 64 C 3-80-6r ^ ben2obi — -etetrone by) 

meactant R :rre a ^entr N (SynthetiC P"P«.tio„„ PREP (Preparation,; RACT 

(prepn. and demethylation of) 
92643-74-8P 92643-78-2P 

(Lcta'nt^rre^intr" (S * nth « tic P"P.ratio», ; PREP (Preparation,; RACT 

(prepn. and hydrogenation of) 
24451-12-5P 
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(Lc R tLt R " C re a a n gintr N P-paration, ; PREP (Preparation,; RACT 

(prepn. and nitration of) 
IT 92643-75-9 92643-79-3 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 4755-77-5" N_aCetylation of ' bv Et °xalyl chloride) 

RL: RCT (Reactant); RACT (Reactant or reagent) 
IT 2735-04 C 8 tYlatiOn ^ ° f aniline derivs • ) 

RL: RCT (Reactant); RACT (Reactant or reagent) 
TT cc (N-acetylation of, by Et oxalyl chloride) 
J- 1 55586—26—0 

RL: RCT (Reactant); RACT (Reactant or reagent) 

55586-2 C 6-0 at HCAPLU f S ^ ° Xalyl Chl ° ride ' -edione deriv. by, 

Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 



RN 
CN 



H 2 N 




™ IKELE " ™ PLUS C0P ™ GHT 2003 Acs - s ™ 

DN 100:120754 



TI 



AU 



l-u'-substJtutS^'r^ri 031 "—toxicity studies of 

thydroxydopam^ of 
Cheng, Alice C; Castagnoli, Neal, Jr. 
CS Sch. Pharm., Univ. California, San Francisco, CA, 94143 USA 
SO Journal of Medicinal Chemistry (1984), 27(4) 513-20 

CODEN: JMCMAR; ISSN: 0022-2623 
DT Journal 
LA English 

26-9 (Biomolecules and Their Synthetic Analogs) 



CC 
GI 




CH2CH2NH2 



M ^nr^ atter T fc t0 * evaluate the Possible relationship between the 
neurotoxicity of 6-hydroxydopamine and the redox orooerti^ inH 
electrophilic reactivity of the S-hydroxydopanu^p^Tydro^inone/p-guinone 



KATHLEEN FULLER EIC 1700/PARKER LAW 308-4290 



ST 



HARDEE 10/052967 10/1/03 Page 121 

system, the 6-hydroxydopamine analogs I (R = H, Me, OMe, N02, NH2 Br 
cyano, C02H, CI) were prepd. With the aid of cyclic voltammetry, ' the' 
formal oxidn. potentials (E. degree. 1 ) for the p-hydroquinone/p-quinone 
redox couples and the rates of cyclization of the p-quinones to the 
corresponding p-iminoquinones were detd. As expected, electron-rich I 
were easily oxidized to the p-quinones, which underwent cyclization 
slowly whereas the oxidn. of electron-poor I required higher voltages and 
yielded p-quinones, which cyclized readily at pH 7.4. In vivo destruction 
of nonadrenergic terminals, as measured by inhibition of norepinephrine 

subsMtSL^f P*f " liCSS ' purred only with I bearing electron-donating 
substituents. Potent neurotoxic properties were assocd. with I (R = NH 2 
" hlch form P-quinones that do not cyclize readily at pH 7.4. These ' 
results support the thesis that the p-quinone deriv. may be an important 
species in the mediation of the neurodestruction caused by 
6-hydroxydopamine. 

hydroxydopamine substituent neurotoxicity prepn; oxidn electrochem 
hydroxydopamine 
IT Nerve, toxic chemical and physical damage 

(from hydroxydopamine derivs.) 
IT Oxidation, electrochemical 

(of hydroxydopamine derivs.) 
IT 66142-81-2 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(demethylation of) 
IT 1199-18-4 

RL: PRP (Properties) 

(neurotoxicity of, oxidn. in relation to) 
IT 88441-00-3P 

(R;actLt R o rre a a5entr N P«P««tio„> ; PREP (Preparation); RACT 

(prepn. and deacetylation of) 
IT 88440-98-6P 

(ReactLt^ C r:agent) PN P^»tion„ PREP (Preparation); RACT 

(prepn. and deblocking of) 
IT 8^4°4 0 1-14-9P 24333 ~ 19 - 5P 8 8441-02-5P 88441-07-0P 88441-11-6P 

(RLctLt^rr^gentr" (Synth6tiC P "P" atio »> ' *™ (Preparation); RACT 
(prepn. and demethylation of) 
IT 88441-16-1P 88453-16-1P 

(ReactLt^r^agint)^ Potion,, PREP (Preparation); RACT 

(prepn. and hydrogenolysis of) 
IT 88440-96-4P 

(ReactLt^r^agintr" (SynthetiC P«P«.tlon„ PREP (Preparation,; RACT 

(prepn. and oxidn. of) 
IT 88441-04-7P 

(LctLt^r^agintr" (SynthetiC Potion); PREP (Preparation,; RACT 
(prepn. and reaction of, with cyanide, 
IT 24160-51-8P 25505-64-0P 40276-11-7P 88440-97-5P 

R LctLt R o e rre a agintr N <SynthetiC ™ (Preparation,; RACT 

(prepn. and redn. of) 
IT 15394-83-9P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
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(Reactant or reagent) 

(prepn. and tert-butoxycarbonylation of) 
IT 13062-74-3P 88440-94-2P 88440-95-3P 88440-99-7P 88441-01 ai> 

884 4 Ji 1 : 1 °5 3 : 0 6 P 88441 -° 6 - 9P S8441-08-1P 88441-10-5P "tllSl-A*** 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 

IT 21581-41-9P 38411-82-4P 41241-39-8P 41241-40-1P 

81255-52-9P 81255-55-2P 88441-05-8P 88441-09-2P 88441-12-7P 

(ReactL^orre^gintr" <SYnthetiC ' PREP preparation,; RACT 

(prepn., oxidn., and neurotoxicity of) 
IT 75-52-5, reactions 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with dimethoxybenzaldehvdes ) 
IT 4925-88-6 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with nitrobenzene) 
IT 93-02-7 4460-86-0 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with nitromethane) 
IT 88441-01-4P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of) 
RN 88441-01-4 HCAPLUS 

iNDE^Er 101 ' 2 ~ amin0 - 5 ^ 2 -- inoet ^)^ ^hydrochloride (9CI) (CA 



CN 




• HC1 



IT 41241-40-lP 



RN 
CN 



(LctLt^rre^intr" iS ^ tie ' PREP (Preparation,; RACT 

(prepn., oxidn., and neurotoxicity of) 
41241-40-1 HCAPLUS 

1,4-Benzenediol, 2-amino-5- (2-aminoethyl) - (9CI) (CA INDEX NAME) 




CH2-NH2 



H2N 



L13 ANSWER 38 OF 40 HCAPLUS 
AN 1975:444735 HCAPLUS 
DN 83:44735 
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TI Bis-aroxazoly-p-polyphenylenes 

IN Fleck, Fritz; Kittl, Hans; Schmid, Horst 

PA Sandoz Ltd., Switz. 

SO Patentschrift (Switz.), 7 pp. 

CODEN : SWXXAS 
DT Patent 
LA German 
IC C07D; C08K 

CC 40-11 (Dyes, Fluorescent Whitening Agents, and Photosensitizers ) 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI CH 559737 A 19750314 CH 1971-14172 19710928 

PRAI CH 1971-14172 19710928 

GI For diagram(s), see printed. CA Issue. 

AB Fluorescent whiteners [I, R = H, Me3C; Rl = H, CN; R2 = H, Me, CMe3; R3 = 
H; (RR1 ) , (R2R3) = benzo; n = 3,4] were prepd. and were used to whiten 
polyamide, polyester, or polypropylene fibers from the melt. Thus, a 
mixt. of p-terphenyl-4,4 1 '-dicarbonyl chloride [50349-66-1] and' 
9-amino-10-hydroxyphenanthrene [55586-24-8] in PhCl in the presence of 
pyridine was heated at 130. degree, for 2 hr to give the diamide 
intermediate, the diamide was cyclized by heating at 240-50 . degree . for 2 
hr in dibutyl phthalate-diethylene glycol in the presence of H3B03 to give 
fluorescent whitener I [ (RR1) = (R2R3) = benzo, n = 3) [35325-04-3]. Five 
other I were similarly prepd. 

ST fluorescent brightener bisbenzoxazolyl; benzoxazole fluorescent 

brightener; terphenyl fluorescent brightener; quaterphenyl fluorescent 
brightener; polyamide fiber fluorescent brightener; polyester fiber 
fluorescent brightener; polypropylene fiber fluorescent brightener 

IT Fluorescent brighteners 

(bis (aroxazolyl)polyphenylenes,. polyamide, polyester and polypropene 
fibers) 
IT Polyamide fibers 
Polyester fibers 
Polypropene fibers 
RL: USES (Uses) 

(fluorescent brighteners for, bis (aroxazoly ) polyphenylenes as) 
IT 37421-45-7P 37421-46-8P 37421-47-9P 37421-48-0P 37421-49-1P 
RL: PREP (Preparation) 

(fluorescent brighteners, manuf. of) 
IT 55586-25-9P 

RL: IMF (Industrial manufacture); RCT (Reactant) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and cyclization of) 
IT 35325-04-3P 

RL: IMF (Industrial manufacture); PREP (Preparation) 

(prepn. and polyamide fiber fluorescent brightening bv) 
IT 55586-27-1 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with aminohydroxyaryl derivs.) 
IT 50349-66-1 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with aminohydroxyphenanthrene) 
IT 95-84-1 1643-39-6 2834-92-6 55586-26-0 

- RL: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with quaterphenyldicarbonyl chloride) 
IT 55586-24-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 
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(reaction of, with terphenyldicarbonyl chloride) 
IT 55586-26-0 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, with quaterphenyldicarbonyl chloride) 
RN 55586-26-0 HCAPLUS 

CN Benzonitrile, * 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 




L13 ANSWER 39 OF 40 HCAPLUS COPYRIGHT 2003 ACS on STN 
AN 1973:438437 HCAPLUS 
DN 79:38437 

TI Selective destruction of adrenergic nerve terminals by chemical analogs of 

6-hydroxydopamine 
AU . Tranzer, J. P.; Thoenen, H. 

CS Dep. Exp. Med., F . Hoffmann-La Roche and Co. Ltd., Basel, Switz 
SO Experientia (1973), 29(3), 314-15 

CODEN: EXPEAM; ISSN: 0014-4754 
DT Journal 
LA English 

CC 1-3 (Pharmacodynamics) 

AB The mechanism of adrenergic action in rats was studied by comparing the 
chem. structure of 6-hydroxydopamine analogs with their 

norepinephrine-depleting activities and their effects on adrenergic nerve 
structure. The redox potential of these compds . is apparently one of the 
essential factors detg. whether a chem. sympathectomy occurs or not 

ST adrenergic dopamine analog; hydroxydopamine analog adrenergic 

IT Nerve 

(adrenergic, hydroxydopamine analogs effect on) 
IT Molecular structure-biological activity relationship 

(nerve terminal-degenerating, of hydroxydopamine analoqs) 
IT 1199-18-4 4228-71-1 14901-09-8 21581-41-9 21581-49-7 38411-80-2 
41241-36-5 41241-39-8 41241-40-1 41241-41-2 41241-42-3 
41241-43-4 41241-45-6 41241-46-7 41241-47-8 41241-48-9 
41241-49-0 41241-50-3 
RL: BIOL (Biological study) 

(adrenergic nerve terminal degeneration and norepinephrine depletion 
by) 

IT 51-41-2 

RL: BIOL (Biological study) 

(hydroxydopamine analogs effect on) 
IT 41241-40-1 

RL: BIOL (Biological study) 

(adrenergic nerve terminal degeneration and norepinephrine depletion 
by) 

RN 41241-40-1 HCAPLUS 

CN 1,4-Benzenediol, 2-amino-5- (2-aminoethyl ) - (9CI) (CA INDEX NAME) 
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CH2-CH2-NH2 




H2N 



L13 ANSWER 40 OF 40 HCAPLUS COPYRIGHT 2003 ACS on STN 

AN 1925:18055 HCAPLUS 

DN 19:18055 

OREF 19:2339g-i,2340a-g 

TI Formation of quinonimides and phenoxazones from o-aminophenols 

AU v. Auwers, K.; Murbe, E. ; Sauerwein, K. ; Deines, G. ; Schornstein, J. 

SO Forschritte der Chemie, Physik und physik. Chem. (1924), 18 (No. 2), 37-77 

DT Journal 

LA Unavailable 

CC 10 (Organic Chemistry) 

AB 3 / 5-Me2C6H30H (I) in AcOH and CI give 66% of the p-Cl deriv. (II), m. 

114-5. degree. ; a conCd. soln. in CCL4 gives a mixt. of mono- and di-Cl 
derivs. (32.2% CL) , m. 77 . 5-8 . 5 . degree . , whose Bz deriv., m. 
113-4. degree. . Completely satg. I in AcOH with Cl gives 
1, 3-dimethyl-2, 4, 4, 6-tetrachloro-2, 6-cyclohexadien-5-one (or 
l,3-dimethyl-2,2,4, 6-tetrachloro-3, 6-cyclohexadien-5-one ) , m. 
106-7. degree. , decompd. by warm NaOH. II and Me2S04 give the Me ether, 
bl4 117. degree., m. 22 . 5-3 . 5 . degree . , which, with AcCl and A1C13 in CS2 
gives the o-Ac deriv., m. 76-7. degree, (oxime, m. 134-5 . degree .) . Heated 
with A1C13 at 140-50. degree., there results p-chloro-o-aceto-sym-m- 
xylenol, m. 109. degree, (oxime, m. 138 . 5 . degree .) . The oxime, boiled with 
1: 1 HC1, yields o-amino-p-chloro-sym-m-xylenol (III), m. 148-9 degree 
quickly turns yellow in the air. The O-N02 deriv. of II, egg-yellow, m! 
87-9. degree. , also gives III on reduction. Oxidation of III in NaOH by O 
or by air in H202 soln. gives 3, 5-dimethyl-2-amino-l, 4-benzoquinone 
4-[2,4-dimethyl-3-chloro-6-hydroxyphenyl]imide, brownish yellow prisms or 
ocher-yellow powder, m. 188-9 . degree . , sol. in EtOH-NaOH with a yellow-red 
color and is pptd. unchanged by H20; diln. of the brownish H2S04 soln. 
gives a pale green fluorescence. 2, 6, 4-Me2 (HO) C6H2CH : - NOH with 
AcOH-AcONa, followed by sapon., gives p-cyano-sym-m-xylenol, m. 
174-5. degree., whose o-N02 deriv., pale yellow, m. 136 . 5-7 . 5 . degree . ; 
reduction gives the o-NH2 deriv., m. 1656 . degree . , which is unchanged by 
oxidizing agents. Hemimellitenol Me ether, b. 220 . 5 . degree . , AcCl- and 
A1C13 give o-acetohemimellitenol, m. 83 . 5-4 . 5 . degree . ; the oxime, m. 
147. degree., with HC1 gives o-aminohemimellitenol (IV), m. 164-5. degree 
and traces of 2, 4, 5, 6-tetramethylbenzoxazole, m. 70-1 . degree . . 
o-Nitrohemimellitenol, yellow m. 96-8 . degree . . Oxidation of IV did not 
give definite products. o-Aminoisopseudocumene, m. 157-8 . degree . , on 
oxidation with air gives 3, 5, 6-trimethyl-2-amino-l, 4-benzoquinone 
4-[2,4,5-trimethyl-6-hydroxyphenol]imide, deep yellow, m. 177-8 . degree . ■ 

HC1 ** _J — 



a 

m 



salt, red; H2S04 gives a Bordeaux- red color. m-ClC6H4NH2 gives a 
mixt. of 5,2-Cl(02N)C6H30H (V) and 5-chloro-4-nitrophenol, pale yellow, 
120-1. degree, (av. yields, 30-35 and 25-30%). Reduction of V with SnC12 
and HC1 gives 5-chloro-2-aminophenol, m. 153-4 .degree. (HC1 salt, m 
226-7. degree, (decompn.); di-Bz deriv. , m. 140. degree. ) . Oxidation with 
air gives 7-chloro-3-aminophenoxazone (VI), dark reddish violet, m. 
288. degree.; Ac deriv., orange-yellow, m. 325. degree.. With 2-HOC6H4CHO 
there results 3- [2-hy-hydroxybenzylidene] amino-7-chlorophenoxazone, nearly 
black, with metallic luster, m. 310-1. degree. . VI and 
5,2-Cl(H2N)C6H30H.HCl give 2, 6-dichlorotriphendioxazine, wine-red 
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5 U B^% ab T 3 f°- d ^ ree -' and g^es a deep blue coned. H2S04 soln. 
5 Bromo-2-nitrophenol, m. 41 . 5-2, 5. degree. (35-40% yields); the 4-nitro 

1 6 r -7"deSe° W ' 7 ' sllL'l ' ' 5 " B — ^andnop'henol! 'pa^ ros^ m. 

9 I L'-Z t"- ^ 7 " Brom °- 3 - ainlno Phenoxazone, dark red, m. 285-6. deqree • 

lolit b sSbJ r ;sr H xazi K?- bro r flakes - subiimes above ^21111/ 

sZTn'J^ ' deep blue ' 2 - Ace t°-3,5-dichlorophenol (VII) m 

O^etTiTl i 35 ~Aa % \ '"/ he 4 " AC d6riV -' ^ 117 -9-4ree. (yield,' 30 % ) . . 
132 3 dearll' " ^f 9 "!"'' HC1 g±VeS 3 ' 5 - dic hloro-2-aminophenol, m. 

, 3 ; 6 ' 'J 0 ? Yield) and some 2-methyl-4 , 6-dichlorobenzoxazole, ». 

ILi? 3 ; Anan °- 4 ' 5 ' 7 - t 'ichlorophenoxazone # brick-red, m. 

286-7. degree.. 4-Aceto-3, 5-dibromophenol, m. 141-2 .degree. . 2-Ac deriv 

T42-3 dearee ree 'thranh e ;H m - i 39 " 40 ;*^ 6 - ■ 3, S-Dibromc^-aminopLnoTm: 
tnn ^ degree " the anhydro-base, 2-methyl-4, 6-dibromobenzoxazole, m. 
100-2. degree.. 3-Amino-4, 5, 7-tribromophenoxasone, wine-red, m • 
305-6. degree. 3-Hydroxy-4-nitrobenzaldoxime, light yellow m. 
161. degree .. 5-Cyano-2-nitrophenol, brownish yellow, m. 121 dearee • Ac 
?4^sn'H m - 107 - de ^ ee -' 5-Cyano-2-aminophenoi; i igh t yellow m? ' 
149-50 degree.; di-Bz deriv., m . 165-6 . degree . . Oxidation did not aive 
characterise compds . 5-Nitro-2-aminophenol benzoate, T 266-? decree • 
Z t ltT,° f ^ he free Phen01 * ave indefinite products. degree., 
2-Methyl-5-chlorophenol, m. 73-4 .degree. . 6-Nitro deriv. , Au-yellow m 
54 5-5. degree, (the p-deriv. , m. 144-5. degree. ) ; 6-amino deriv m 
151. degree.; oxidation gave 1, 8-dimethvl-4 * aerlv /' m ' 

blood-reri m ■ Qrto o a ~ < lim f i:n Y- L q ' i > dichloro-3-ammophenoxazone, 

Diood red, m. 308-9. degree.. 2-Methyl-3-chloro-6-aminophenol, m. 

dark red 6 ^'' 278 f^" ^ ^^^^^-^loro-a-amiLopheno^zone, 
dark red, m. 278-9 . degree . ; Ac deriv., orange-red, m. 304-5 decree Th« 
structure of o-nitro-p-xylenol, whose Bs deriv m 79-80 d^tll i n T 
fro, its reduction by SnC12: to 2-phenyl-4r7-di;ethyl- 9 bensoL g z r :ie' m ^ 
75 degree.. o-Amino-p-xylenol, m. 14 9-50 . degree . , N-Bz deri" J' 
210-1. degree.; dibenzoate, m. 178-9 . degree . . 1, 4, 5, 8-TetramethvT-3- 
a mi nophenoxazone, dark bronze-red, m. 275-6 . degree . Ac de'v^right 

o-fmino deriv 2"T« P- B ^ m °-°- nit "-P-xylenol , m . 102-3 . degree . ; the 
o amino deriv., m . 135 . 5-6 . degree . di-Bz deriv., m. 217-8 dearee 1 
oxidation expts. gave indefinite refill-* ~ „ n- o.aegree.), 
179-80.de g r.e.; oxidation gi™ no deSS^, SS, TPSSS' 

IT Quinonimines 

(from o-aminophenols ) 
IT Phenols 



(o amino-, quinonimines and phenoxazones from) 
2,5-Benzoxylide, 3 ' -bromo-6 - -hydroxy-, benzoate 
^,5-Benzoxylide, 6 1 -hydroxy- 
2,5-Benzoxylide, 6 '-hydroxy-, benzoate 
2, 5-Xylenol, 4-bromo-6-nitro- 
2, 5-Xylenol, 6-amino- 4 -bromo- 
2,5-Xylenol, 6-nitro-, benzoate 

2.5- Xylenol, 6-nitro-, benzoate 

2. 6- Xylonitrile, 3-amino-4-hydroxy- 
2, 6-Xylonitrile, 4-hydroxy- 

2, 6-Xylonitrile, 4-hydroxy-3-nitro- 
3, 4, 5-Hemimellitenol, 2-amino- 
3, 4, 5-Hemimellitenol, 2-nitro- 
3,5-Xylenol, 2,6-diamino- 
3,5-Xylenol, 2-amino-4-chloro- 
3,5-Xylenol, 4-chloro-2-ni tro- 
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3, 5-p-Xyloquinonimine, 2-amino-N- (3-chloro-6-hydroxy-2, 4-xylyl) - 
3-Isophenoxazone, 4-acetamido-2, 5, 7, 10-tetramethyl- 
3-Isophenoxazone, 4-acetamido-9-chloro- 
3-Isophenoxazone, 4-acetamido-9-chloro-2 , 10-dimethyl- 
3-Isophenoxazone, 4-amino-2, 5, 7, 10-tetramethyl- 
3-Isophenoxazone, 4 -amino- 5, 7, 9-tribromo- 
3-Isophenoxazone, 4-amino-5, 7-dichloro-2, 10-dimethyl- 
3-Isophenoxazone, 4-amino-5-7, 9-trichloro- 
3-Isophenoxazone, 4-amino-9-bromo- 
3-Isophenoxazone, 4-amino-9-chloro- 
3-Isophenoxazone, 4-amino-9-chloro-2, 10-dimethyl- 
3-Isophenoxazone, 9-chloro-4-salicylalamino- 
Acetophenone, 2, 4-dibromo-6-hydroxy- 

Acetophenone, 2, 4-dibromo-6-hydroxy-, oxime ' 

Acetophenone, 2, 4-dichloro-6-hydroxy- 

Acetophenone, 2, 4-dichloro-6-hydroxy-, oxime 

Acetophenone, 2, 6-dibromo-4-hydroxy- 

Acetophenone, 3-chloro-6-hydroxy-2 , 4-dimethyl- 

Acetophenone, 3-chloro-6-hydroxy-2, 4-dimethyl-, oxime 

Acetophenone, 3-chloro-6-methoxy-2, 4-dimethyl- 

Acetophenone, 3-chloro-6-methoxy-2, 4-dimethyl-, oxime 

Acetophenone, 6-hydroxy-2, 3, 4-trimethyl- 

Acetophenone, 6-hydroxy-2, 3, 4-trimethyl-, oxime 

Benzanilide, 2 1 -hydroxy-4 1 -nitro- 

Benzanilide, 4 ' -chloro-2 ' -hydroxy-, benzoate 

Benzanilide, 4 ' -cyano-2 ' -hydroxy-, benzoate 

Benzanilide, o ' , o » 1 ' -dithiobis [N-methyl- 

Benzonitrile, 3-hydroxy-4-nitro-, acetate 

Benzoxazole, 3, 5-dibromo-l-methyl- 

Benzoxazole, 3, 5-dichloro-l-methyl- 

Benzoxazole, 3, 6-dimethyl-l-phenyl- 

Isopseudocumenol, 6- amino- 

Si? 6 ' 2-amino-N- (6-hydroxy-s-pseudocumyl ) -3, 5, 6-trimethyl- 
Triphenodioxazine, 3 , 10-dibromo- 
Triphenodioxazine, 3 , 10-dichloro- 
o-3, 5-Xylenone, 2, 2, 4, 6-tetrachloro- 
o-Cresol, 5-chloro-4-nitro- 
o-Cresol, 5-chloro-6-nitro- 
o-Cresol, 6-amino-3-chloro- 
o-Cresol, 6-amino-5-chloro- 
p-3,5-Xylenone, 2, 4 , 4 , 6-tetrachloro- 
IT Phenoxazones 

(from o-aminophenols ) 

" tll'o^k P Sr 01 ; 3 : c h lor °-4-nitro- 5306-98-9, o-Cresol, 5-chloro- 
5470-65-5 Phenol, 3-bromo-4-nitro- 6981-15-3, Anisole, 
4-chloro-3 5-dimethyl- 17672-23-0, 2,5-Xylenol, 6-amino- 18495-15-3 

2844 Z 3-5 0-7 ^fT*'^ 0 :! ^enol, 5-bro^-TniJro-' 

^8443 50 7, Phenol, 2-amino-5-chloro- 38191-34-3, Phenol, 

S n °; 5 : b 7- 55586-26-0, Benzonitrile, 4-amino-3-hydroxy- 
56549-03-2 Phenol, 2-anuno-5-chloro-, -HC1 56962-03-9, Phenol 
2-anuno-3,5-dichloro- 71608-10-1, 2,5-Xylenol, 6-nitro- U6496-11-8 

fa^o^fH K" 11 ^^" 4 - 111 ^ 0 -' ° Xime H6632-17-8, Phenol ' 
z-anu.no-3, 5-dibromo- 

(prepn. of) 

55586-26-0, Benzonitrile, 4-amino-3-hydroxy- 
(prepn. of) 
RN 55586-26-0 HCAPLUS 

Benzonitrile, 4-amino-3-hydroxy- (9CI) (CA INDEX NAME) 



IT 



CN 
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